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Xi, X 2, X»,ml, nSOT«S&HB©jt*^f5] TSgSftS-fc 
(1 9) -|85£ (XIV) 
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ylp^X 3 ^ 

(XIV) 

X2 0X3 <D*T'<T&mm\ZCHttiiZ>Z.£fetii\<*) , Yip fcfc, 5£ (IV) 
(IV) 

(V) 

r 



N- 

(V) 

(cjuc^vvr, ro mmwti7b^4<Dfcm7)v*)vm*m't) Tg$n§ 

^£^U Qi ->T/S, {g^T;i/^;VS m.&WL7)V*)V 

y)v*u*?-)vm, "t; fewer )V3r)vr=i;^ vim.7)v*)VT^;m. T)v 
^T;wi/STK^$nT^Tfe c k^)s.^T;^;i/x;i/7^-;i,T^/S(^ 



WO 2005/007644 



29 



PCT/JP2004/009272 



-1) 
N 

V 

(V-l) 

*r**fcwu l 2 rajBW£*w-r. ] T**n*-fts^»t, (xv) 

W 1 OH (XV) 

[5£«f, Wi fSTffB^ (I I — p) 



(Il-P) 





(CHa) n 
(III) 
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*(K&toX}Z*r<DtiL±Rj&tE1t. -«3C (XVI) 



rVY> 



(XVI) 

aw, xi, x«, x«, yip, mj»Rn ttmB®****rr«i 

tt— «5$ (XV II) 
R 1 (XVII) 

10 fc*i;TfiMK*|«c-r* 2 :i:fcJ:D, *%9!K:ff*ft;<&to (I) 



V^(CH2) m 



(I) 

R 



15 



***U x-P;i^ 7u\>)V& -fy^D^ 

;m> -rvA^y;n, i-^^;^>^;^ 2-^^;^>^s> 3-* 
wi>*m 1, 1, .2-^^^;^, 2, 
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3, i-^jv^)m. 2-^)v^)vm. i, 2, 

^;P3£, '>^d^>^h, ~>^n^^;u^ i-^n^:/^;^ ^a*- 

•znt£&*m*i^ wut*h*^m. ih^i, 7uit*$,& <yyn# 
y**)i'Xjiyx-)m^mmtircm&mmi>. mxit, ^)vx)v^-)vr 

JUWfr-frTSLJ^ 7^)VX)V*~)Vr=L/m. sec-^H» 7 

t e r t -7?-)V7.)V*-)\,T^;m. N-x^;i/-^^;i/x;v^x 
;P7 - y ^ N-x^-x^;^;p^-;i,T$y^ N-x^-yDtf;P7; 

-^;^;^x;ur^y^ N-X9MU- s e c -^W**x;uy $ ys, 
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l-7x-;VX^M, 2-7x^VX^H, 1-^-^5=- 

io r^D7»J-Hj fctt, ft**?, IWRfftllESttK?»&ft«||ij:'t) 
JUR^ns^nM^Sr^^, 1 TiS 3 S 5 7 

5^/U;WS, hUTl/U^S, f77'JM, ?7^77UM, -fV^TV 

U^yn;«, */y;ws, -fv*/yjv^ * 

^/UryWfc =^7'J^S> *;**'J=A1, ^>X< 
a *VU < ^ ^/tf y sw*, h u 7Vn if u ^>i/7 
^75=-u>?-;^ l, 2^>^v^>;ijjh ( ^>V^it\/u;i/S, 
20 ^>y>yy*y;wg, ^u-i/pt:ue?;w36, tfUF^yy*u;i^ -fy^yy 

r/ND^>Ifj m.!*?****, ***** JUS**, 3^*flC^F- 

^x;i/T^ys, t e r t -7*b^;PtoP7=;s, ^v^**^*;^ 
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t e r t -^h^;V^n;V7$y^ (N-x3=-;» * h+SobMSx^ys 
5 -/I, (N-X^;|/) Xh^yjjj^-^^/S, (N-X^;i/) ^D^i/ 

#/V#x;py^/£, (N-x^W -fy^D^^Mn;P7$7S, (N 
^s;s, (N-X3MV) tert h3r#;v#x;vr ^ y £frl 

So 

-f;i/g> sec -y^V^JWI^JVafe, tert -r/^SJl/^W^-fjl/g^j&J 

#tfe>ti3o 

25 iS^fcte^*® : ?te:^bfcra--xtt^5te«Ryj^;p*7^--»fc^oT, 5 



WO 2005/007644 PCT/JP2004/009272 




t7)v*;^)vm t\z, mm7)\s*)mtti)i'tf~)mti!)ii®>&L,fz.m&M 
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x^75/*Mx^yS, ^ntf;i/T^y^;^-;i,^'> 

^ u-i) 



(i-D 

Xi, X« RtfX* Xi X«X * 0^fc< £fe 1 

^ot, (i-i) iDMWfctt 





(i-io) 



(1-11) 



(1-12) 
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5£ ( I ) *©Wfck JC (I I) 
Y^(9 H 2)m 



^ (I I) «f<E>mte, 0 7bm 3 ©fiESCfe^f. 

5* (I I) ©Rfct ->T/^ kFnm M7J1/+;H («7j^ 

mttv < ummm?* 1 x\t 2 #t&) s^-r. 

a (I I) t>OR«*wt rj|[«IXtt^tto««7;^;p»j MIB^© 
>^;PS> -fV7$M, *^>3\>Ug, 1, 1- 




(in) 
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)vm, <iv7^)vm. ^^>^)vm. 1. l-^^yot?;^ 1-*^ 

15 0|*.fcr, l-y7;x?m 2-y7;x?;H, 2 -->7/-l, i 

^-x^;i^ 5->-Ty^>^;^ 4-y7y^>f;n, 3-->ry^ 

>9 t ;US, 2-y7/^>fM ) 2-y7y^>^m l-y7;^>^ 

0d*.fc£, 1-kHD^yi^H, 2-kHn^yxfM, 1-tFn 
^->yntf;PS, 2-bKD^yynWH, s-k^a+y^M, 4- 
t HD^y^>?M, 3- 1 KD+M^Pi, 2-hHD+M>^ 
l-kHD+y^>f;H, 1-kHD+yI^H, 2-tHD^yXfM, 

25 a-kHD+y-l-^^H^S, 2-th*o^<>-i-^5 1 ;ux^;i/^, 
3-kHn+y- 1 -*3\>K/nfcf;i,g, l-kKn^^DlfjVS, i, 

i - s>>^- 2 - t Ha^rS/x^m^^wen-s. 

*>«kv>) 7?sai$nfci£»7;^;wsj turn cfcojw&wfcfcju mm*. 2 



WO 2005/007644 



38 



PCT/JP2004/009272 



2-?nn* i 3 h**s- l -*w?u\*n, 

1- (^DD^h^^) ^DKJH, 1, 1-5?^^- 2 
-*b*isJLm& 2- (^DD^h^» -l, 5 
-*b*>"l>7Jm* 4-*b*>"*>7)l&, 3-*b*i"<>?-Jl&. 2 

~* h*r5"*>7)m* i b^^>^)m^tm-f^n^ 0 

l-^^-x^;^ 3-^;^n-i-^^;P-^Dtf;^ 2, 2->?^ 

JPtni^S, 2, 2, 2 - h tj 7MDXfjH, ' 1 - 7Mn/^-^ 
ne;«, 3, 3, 3, 3-h'J7MD7'D^ 

2-^;u^-p-i, l-^^^x^S, i-^ddx^H, 2-tru 

turn 2- (x?;^5;^;i/fcw^» x^;i/£, 2 - (t> 
atf;KF==y#;i/tfx;v:fr^>) x^l/JE, 2- Wv^DW^yjij;^- 

x^;Wfc 2- (3?^^7§/*^^ t+S/) x^;«, i- (^x^;w 

x^;vs, l- (^v^ntr^T^y^^x;^^^) x^;i^ 2 - (>> 
^f;P75y*^^t^) -1-pWV-x9V«, 2- (s?x^*^ 
#x;i/^^^» -i-*^;i,x^;«, 2- (*<y:/ne;uysy*;p#-^ 
- 1 -^5 1 ;Px5 i ;vs^^^e>n§ 0 
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DIMW9tett, fan 3, 3, 3-hU7JW*oyntr;«, 2, 2, 2-h 
'J7KD-1-^^H^ 4, 4, 4-hU7^D^M, 3, 3, 

3 - h u yju*n- i -^^r/n tf;i/««5^tf 

m*S£* 2-**>xfry*-n,x.*Jl& \-*$>y 
l-z/yuyu/^ yy^y * x;wx^», 3 - ^ n ^ >x;u y * x;>y a 

mmm37bM9<Dy^arj^jmj x&s^ko^x, ibbjits,, 

3< (I I) +©R*t*T r^^37!>S9<Dv'^PT;i / ^;^j twu 
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3 75s 9 <Dz/& d cms (Dmmm&®i&Bjmte&m^ 

R*j^t* r5/ry*TfWft*nfc5/^DT;i^;v»j turn <ko#y«9fc: 

4-y7/J/^DA^;H, 2-S/7/y^Dt^^«, 3-y77^n 
20 ^S^V** 4-y7yy^D^^ 5-y7;y^n^/;^s^ 

2-tFD+yy^D^;H, a-tHD^yy^n^^;^ 3- 
25 kHD^yy^D^^jH, 2-kKn + y^D^y^, 3-bKo* 
5/S/^D^5/;P«, 4-kHP+yy^DA+y;i/S, 2-kHD^yy^a 

2-b Ko^^n^^;^, 3-kh*n^i>sy^D^-^^;^ 4- 
kHD^yy^Dt^^H, 5-kHD+yy^D^f;i4)^^ns. 
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2-^DD^b^»/7Dyntf;H, 2-* h^>>^D:/Dtf;pg, 2-x 
5 ->>-^p^;^ 2- (?uu*b*>>) z/irn^y^jim^ 2-*h*i/>' 

ZU^>?-)Vm, 3 h*isi/?U^>?-)V&. 2- (^DD^^y) ~>/7 

4-^ h^>-v^D^->;i/^ 2- (i7nn^h=^» ->^p^\^;i/^ 2 
h^^v-^D^y^;^ 3-* h^^v-^D'N^;^ 4-*h3^>v- 
10 ^D^\y^;^ 2- (i7DD^h^5» i/?UHrZr?-)\,m. 2-^h4yy^ 

2-7;i/^n^^D^Dtf;i/S. 3-^;^n>-^D^;i/S % 
15 2-7;i/^-n->^p^;us, 2-y;i/^a>-^D^>^;^ 3 n~> 
pu^yj-jvm, 2-^;i/^-n>/^D^>/;i/^ 3 -^l/rtPi^O'v^v^ 

20 -yjv^a^^^^^jvm. 2-^DD->^D7 p ntr;i/^ 3-^00^07* 
2-^DDy^n7fJH, 2 -^pd^^d^s>5 1 ;pS, 3-^dd 

2 U ^ >9-)Vm, 2-^DDy^D^ zs)Vm, 3-^DDy^D^y 

2-^DDy^D^;H, 3-^DDy^D 
^-f^JVm. 4-^DDy^DA7 , ^S > 2-^Pn->i7D^-i7^;i/S, 3- 
25 ^nDyi/Dt^^H, 4-i7DD^a^fiH, 5 -^DD^;*-^ 



WO 2005/007644 PCT/JP2004/009272 

42 



i^^u^y^-)vm. 3- )vn^ frttis) i/po^y^jum. 

2- is?U*>7?-)\,m, 3- 

io tf^n^o 

2- (^*^#;w^<;w;t-3r>0 ->i7n^;i/S> 2- (>**^;k*uwrE 

>^Jl/S, 2- (S?;*^;V:fr;w^^;V:*^>) v^n^v-ji/^ 3- (i^* 
^;i/^;w\^-r;i/^~» ->^p<m^>;i^ a- a?*^)W)in^ 

3- (,-J^)ViJ)Vn^)^^') '>^DA^iH, 4- (^^^l/^J^A 

20 ^r-r;w^-» ->^n^\^;^ 2- <$>*^;kfr;wt*>f;i^*^) ~>^n 
3-^;i/S> 3- i-j^)V^3)vn^ )v^y) ^pu^-p^vm, 4- (>> 

3- (s^^^a^e^) ~>*p>^;i^ 2- &*^)\,*)\,n^ ;w 
v-^n^;^ 2- (> > ^5 1 ;i/^;wt ; &-i';i/) e^n^^i/X, 3- 
^i^wt^-ov) ->^p^>5\n^ 2- (^^^;i/^;w\*^;i/) ~>^p^ 
^->;vs, 3- (i?*^;v#;wt ; E-i';i/) ^n^^PS, 4- (>?*^;i,# 
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2- <jWk&;wvE-f;» ->*u^>^;i^ 3- (^/Wbw^-ow ~> 
zu^ynvm. 2- (^/w^/fe-ow ~>*d-^>;i^ 3- 

2- (*^;kfc;w^<;v) ^o^m 3- Owwtuw*E-r;» 
S^d^v/^;^ 4- (^^;p*;w^-r;W ^a^y^gl, 2- (^5=- 

4- &*n,*n,n*<4M s^a**^;^ 5- u^i^w^ 

<W9teJ4, 2-^;wt^<;^>i7p^ptr ; ^ 3-*;w^;p^ 

MWJP^d^^ 3-*^*-f^^D^^;«, 4 -*;i, 

*t>JWW9fctt, «^.« % 2- (b«J7;V*D^) ^D^DKAI, 2- 
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ss*i/)vm. 2- (hvyjv^u^M ^yu^\^)vm, 3- (hu^;^ 

2- (hU7MD^^) ^yu^r9^)vm, 3- (h)j7;^D^^;i/) > 

^D^^S, 4- (hij7MD^f;W '>7Dt^?JH, 5- (hU^ 
10 ckD*#:W^^ 0S;?Lfc& 2 -^^>7.;U7*n;i/>'^D7 p Dtf;i/S, 2-^^ 

)V7*-)Vi/S7Uy\7°?*)Vm. 2-^^>X)V7^-)V^^U^-7^)Vm, 3- 

;* ^ >7s)V7 * a ^-^ 5P;i^ 4 - ^ ^ >x;i/^ * -;p>^ a *z 

20 UTfS, .fcDAratH m?L\Z, 2-^^D7oA>7^7t-^>i'D7D 

tf;i^, 2-^a7PA>x^7^-;k>7P75 1 ;i'S, 3->-^a:/DA 0 > 

^^-^^p^v^;^ 3-y^D7DA>7;V7^n;k>^DA^^ 
25 4 - y 7 D 7D A>7JI/7 t-Jk>^ P'x^yJl/S, 2-^^D7 P DA°>X 

)V7*ZL )\,-y2Ws.y*J-)\,^ 3-y7P7DA>7^7^-;i/y^DA7^V 
4->'^D^DA°>x;i/7'^-;^>^n>\y5 1 ;^ 2-y^n7nA>7 

4-5y^aypA>x;i/^^-;^>^o^5 1 ;i'S> 5-y^a7n/i>x 
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* (I I) *©R^t ry^MVPfcj tat, 7x-M, ^-7^;^ fc? 
7 xX*£«<Dft*&[ 6 751g 1 4 CDftft**3R7 U -^*t*T*WB«R7^ 

1- ±77)V**)V& 2-±y*)],**)V& % 1-*7?U>-1- 

2- 7i-;vx^H, i-7x-;i/x^s, 

Wttt. 1- (4-y7;7xXjP) xf^t, 2- (4 

-v7/7i-jW x^;n^^sn5. 
Rtf^T rt FD*^u«ftsnfc7?^;wij turn «fcDJWW$jfc 

2- (4-kHn^>7xx;w x^Mft&^tfsn*. 

^h*^>s^;wat, 3-^h^F5/^>i?;W6, 4-* b*~>^>^;i^ 2- 
^n^^^>^, 2 _ ( 4 -^^>7xx;W x^S, 2 - (3 
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5 tt, 4^nnw;n, 1- (4^dd7x=jW x^;«, 2- ( 4 - 
4- (x^;u^^;^;w^<;i,^^) ^>^;^ 4 _ ( ^ x 
**n*4M ^>v)vm. 2- (^5F;p*;wt*-r;w ^>^s, 2- (3 



20 
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*u*^)V) s<>i?)\,m. 2- (hU7Ma^;W ^>s>;i/*, 2- (3- 

:7*x;ws>$?;vg, 2-^^>x;i/7^-x;i/^>^;i/S, 4-x^>x;i/^^- 
x;w*>s>;i4k 3-x^>*;w:7*x;ws>3>;Wfc; 2 -x*>yUP7*x;i, 
'OSW*, 2- (3-^^>^7*-Jl/7xr;W X^;i/S, 2- (3-* 

10 ^>x^7*^7i=;w x^;PS, 2- (4-^^>7.;u^^--;j/7ain;w) 
x^ws^^wsn*. 

swg, 3 ->^n7"DA>^^>x;i/7t-M>7;vs, 2 -^d7*d^ 
15 >^^>7.;v^^-;i/^>^;ps> 2- (3-^n7'DA>^t-;>7x 
x;0 x^;i/S, 2- (3-^n7'nA>x;V7^-;i,7x^) x^;i/S, 
2- (4-^D7n^>7x^7^-;i/7i-;i/) x^;ps^#tf e>ns„ 

5£ (I I) *<Z>Rj^T r3 75S8SO^-r-D^Sj ttt^gf^Xttt^ 
20 fS^Olft LTll^lt 1 Xtt 2 *TT£ 3 75M 8 I<DAfD?|§t?|ctS 0 

^37I/M8McD^rn3jtg£bT&, a^-fe^x;^ f h 7 1 H D 

25 us?x;p«, /j^EtMu^x;i^ % WJ-m *TOV*=y;pi, tf^ 
^^x^X^^^^^x^S^^tf^n, cnsos*, ^-k^x;p 
fh7kHD77-M, fh7tFDhf7^H, tfoU5?x;U3k fcf^ 

b<> ^-fe^x;i/S> fh7bh'n77^S, 7^h^b HDtf^x;ug, tf 
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15 77>-3-<m 3-vX/fc!^U^>-4 — 6-->TyTifA°> 

Jim, 4-^;i/fh7bHn77>-2-fjH > 2-^;io t h5kKntJ 
-3— 2 -^^;i/kf^u^>-4— r;i/3&, 3 -^^;wtf^u^>-4 

25 rkHD^^STSIfe$nfe3BS8M©^D^J tbm £D 

*#Wfctt, 4-kHD^>tW>-2-i*jH, 4-kHD+y 
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tP7fA t >-4-fm 4-7;^D^-fe^>-2— r;«, 3-7)1,* 

d Tif /i > - 4 - ^ ;i4MftqHtf e> *i£ „ 

•f;«, 2- (x^;^;^^;^*^) ^-fe^>-3— 4- 

^p^j turn «fct)Afr«jfc:tt, w&fcr, 4- <5>*9S>io&;wt^;i^ 

-2— t;ps, 2- ^-fe^>-3— r;^, 
4- (x^;m^;p^;1/a^;u^^» rh7tHP77>-3-^ 3 

Ttt, ckD^#«jfc«, 4- (*5P;V#;wt*H>;» *=H^>-2- 

/WW;W fh7kKD77>-3-<;H, 3- (^^;p*;^t*-f;w tr 
*u$»-4--r;WL 6- (^^i^wn^-ow r-e/T>-4-*r;p«* 
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10 



RtfwT r ^U7;i^n^^.H«-rili|*n)fc375S8J|©^DiltJ tlx 

3- a»j7MD^;p) 2 4- (M;?,^ 
U^>-4-<;^ 6 - (hiJ7^tn^) 7^>-4-f^»j«i 

4- U7n,XA,7*=M Th7kFD77>-3-^ 3- (j * 

D^J ttTH ±DJWM9fctt, 4- (^D7-nK^7*^) 

4- (^DT-ni;^*^) Th7kHD77>-3-^ 

* 3- (^dt-dw tWJ5>>-4-^«, 6- (^nT-nifK 
(ill) 



20 



ml 



k^(CH2) n 



an) 
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a (i 1 1) Tf^n^sibx^ M&miztz, mxvs, tib^ (i i i - d 





N- 








(111-1) 




a*aitf&ft, uns©^, tibs*; (i i 1-2) 

XX> XX) 

^ \ \ 

5 (111-2) 

-emtsnzmm&vK, tibs*; (i i 1-3) 






N- 






(111-3) 
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Mf35£ (H)Xtt(III) fc*V*T, - (CH,) m -Xtt- (CHi) » 
-OmXttn«t0O«^ft - (CH,) m -, - (CH.) n -tt^Wig 

Ytt, (IV) 



k#0©«^fctt, - (C (O) ) k -tt*«S^*3t*f*. 

1 a* o - (m) i-}2Mm&&mm-Zo 

Mti, »*®^XttSt (V) 



Ttt, «*fcf, *9=-;i^ x^;^> 7u\±)vm. n-y^)vm. -ivJa&i, 
s> -f v^;us> t e r t -^i^waswrsn, £n£©5i3, *5p;i^, 

ii&f25£ ( I V) f £>Tf25$ ( I V- 1 ) 




(IV) 



N- 



(V) 
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10 



15 



20 



(IV-1) 

>2S, -c (o) -o- -cw fi»r;^v>-c (o) 

-Ci.«fttmi/>-C (O) -O-, -C,. 4 ftR7Kl/>-C (O) 
-N (Ro) -c (O) — N (Ro) - x -O-C^ttT^-X 
ttlHS^T*64I^W*b<, C a . 4 ft»T^W>*, -C (O) -O-, 
-Ci. 4 fi»7^1/>-C (O) -O-, -d^ifJMl/^C (O) 
-N (Ro) -c (O) -N (Ro)- -0-C, 4 fil7^^ 

dm bv>. Ron mbm*****-*-. 

X5PW>S, hU^W>», T-h9*^>a&, -c (O) 

-O-, -CH 2 -C (O) - (CH,) 2-C (O) -CH 2 -C (O) 
-O-, - (CH.) 2-C (O) -O-, -C (O) -NH-, -C (O) — N 
(Me) -CH 2 -C (O) -NH-, -CH 2 -C (O) — N (Me) 
-O-CH -o- (CH 2 ) ft. Z.tlZ(Do%. * 

ru>* ji^v>m, *)v#-)vm. -c (co -o-, -ch 2 -c (o) 
-c (o) -n (Me) mm&m*is\,>. 
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*\ l^teiS (V) 

N 

V 

(V) 

*tra«o**t#if6ti, cme,©-^ x^;i^ :/ot?;i,^ -f 

<V^;US, s ec-^ tert-» 

^wok^«, 2-*^;i^;wk, i, z-*?** 

ypkr;i/S, -fy^Dt?;pa6, y>;i^ <tv77)m* sec-^JH, t 

e r t-y^WS, ^>^;l^> -fV7^;H, *:*^>5P;i^ -<y^>^;v 
lt«> .kDJMfcWtett, 0yAfc£> x^;ug, ^atf^s, -f yyo 
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^)vm, JrZzFjm. y^-jvm, 7*-)V&, y u 

;*h*>^;i^-;i^ ih+^M-jn, ^Q^^^;^-;n, -f V 
^D^^i/^;^-;H, ^h^^;^-;^ -fvyh^^j^-;^ 
s e c -yh^y*M-JH, t e r t -^h^^;^-;^ ^>?-)l* 

;^D^^yS, ^h^y*M-;^n^yg, -fy^h+y*M^ 
O s e c ~7b*><*)l7$-)\,7>U7$3ris^ t e r t -^h^^ 

+y;m^Mx;^p#^yS, ^K^y^atfjn, 

^^;us> *-*5p;i^ yt^s, t**=^k, -ryyp^^ 

S/*, y>*v^ tert-^h^>I, 
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2-y7y^M, 5-y7y^>^H, 4-y7y^>^H, 
6-^7Vv^>>;P2k 5-y7y^y;H, 4-y7/^yM, 7->- 
10 7y^^;W6, 6->7/A^;H, 5-y7y^M, 8-y7yt 
7-y7y^?;H, 6-y7/^f;H, 5-y7/t^^ 
3-y7/yP^yS, 4-y7y7*h^y«, 3-y7yy^y^ 
5-y7;^>W^yl, 4-y7y^>?;^yS, e-^jy^ 

;i/^->«, 5-^Ty^'>;p^^s, 4-->r/^->;i/^->^ 7- 

15 y7/A^t+y«, 6-5/7A^M+5/S, 5 -S/TVsy^V* 
*zsm, 8-y7yt^?M+yS, 7-y7yt^f;WyS> 6-^7 
/t^W^yl, 5 - y7;t^ W+ySWtf 

Qi «t rtFD^jrewisnfc, Eix^K«7;p^«j t&s 

20 4-kFD^y^;H, 2-kHn+y^JVS, 5-bHDtM>fM, 
4-kh'n^M>f;n, 6-kHp+y^yjn, 5-tHn^>A^> 

4- kHD+->A^5/j«, 7-kHn^>A^;H, 6-kHn+y 

5-kHD^yAyf;n 4 S-kHD+y^^l/S, 7-kH 
a^z/XZ^vm. 6-kHD+ymM, S-kFD+^fJH, 3 
25 -kHD^D^yg, 4-kh*D^h+yS, 3 -kHD^^ 

5- kHD+M>^+vS, 4-kHn^M>f;i/^yS > 6 
-kKD^y^yj^yS, 5 -k HD+y^yM+yS, 4-kHo 

^s^x^;^*:^ 7-kHD^yA^j^yl, 

^^i/S> 5-kHD + Wf;vt+yS, 8-kHD+yt^W+ 
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5 -^ji/^-py^i/S, 2-^;i/^-D^;vs, 5-7;^n^>.^;H, 4-7 
;v^-d^>^;H, 6-^;^n^->;n, s-^^d^^h, a-7 

)v^ru^\^)vm, 8-7jv^-u^7^-)vm. i -7)v^-u^7^)vm. 6-7 

)V3rU-*7?-)Vm, 5-7)l*U#7?-)m, 3-7^0^0^^ 4- 

A-7)V-tu^y^)Vt^m, 6-7MDA^y;i/^yS, 5-7)V*U 
^s^J^^m. A-7)V^rU^^)V^r^m, 7 -7)V*W\7° ; ?-)Vyf3r 
zsm, 6-7)V#ti'\7°^)ltt>'m, 5-7)VjrW\7°?')Vtti/m, 8-7 

)\>3ru<*7^)Vttz/m, 7 -7)V^ru^r7^)V^r^m, Q-7)V^u^7^- 

15 ^rt^v-g, 5-7)V*U-*7^)],tti,^ 3 - 7 UU7*U\f.)V&, 4-7U 
DT*?^!, 2-^aD7*5 1 ^S, 5-^DD^>5 : ;H 1 4-^DD^>^ 
S> 6 - ^DDA^yJH, 5 -^DD^\^>/;H, 7 

-^DDAy^M, 6-^nn^\y^;i/^ 
20 3 -^uuT'u^^m, 4-^no7'h^>I, 3-^on7>4^> 

8-^DD^fm>/I, 7-^DDt^W^yS, 6- 

25 ^DDt^w^yi, 5-^DD^^;i/^->^^tfe>n§c 

^lK©iftSR7;i/^r;Hij -YilTtt, «kt>JI#«fc:fciu 09*. 

3- (*3^#;w\^<;k*^>) yntf;i/S, 4- (*^;u#;w\^ 



WO 2005/007644 



58 



PCT/JP2004/009272 



6- tt^WjiM^ <^**sjvm % 5- <^^;w*;wt^E-f;^^ 
5 S, 5- <^^;p*;wt^-r;i/^i/) ^g^g, 8- i*^)Vii)Vrt^)V 

10 tt©«»7;i^;«j MfB^ (IV) Ti!l£*l<5-Y£LTte, 

- (s^^^va^;^*^) 3- (^*^#;w\^;i^* 

r/^a, 5- (s^^^wn*^;^^) ^>^s, 4- (v**^ 
;v*;ww;^^>-) ^>^*, 6- ^ 
15 5- <S>*3S>K&;wre^;ioa-*s/) ^^ak 4- 

A^e-r;i/^-» ^->;i/S, 2- (^^^A^^rt^vO e^n^y 

7- {^^)vtDvn^)v^-y) s\7^)\,m. 6- cs^*^*^ 

;VSJ T*S»^©, ( I V) T^ni)-YibTH J:0JWM9fcia, 
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10 



MB* (IV) T^nS-YibTfl iO^ttt, 

2- (hU7^n^; W 5- (hij7;^D^;w ^> 

^>jvm. 5- (hU7^D^^) ^>;i^ 4- thvyjv*a** 

M <s**sA& 7- (hij7^D^) 6- (HU7*ta 

7- (hij7Mn^^) *-*3MHS, 6- ay 
y»*U*W> *97)l>* 5- (hU7MD^^) *?^)V* 3- (h 

y^*n^^;w *n#*^ 4 - (bv?n,*u*7M 7h+^ 3 

- (h'J7MD^; W 7b*** 5- (hU7MD^; W ^>^;^ 
*3/», 4- (Hij7*tD^) ^>^^^*, 6- (Hj7^tD^ 
*M 5- (hU7*tn^^) 'V^M-***, 4- 

(h'J7;Wn^) ^v-;^v^ 7- (hU7^n^; W 

20 7- (Mj7MD^;W t^^yi, 6- (h»j7^-D^) * 

5 - ( h u y )v*u *?-)\,) ***)v****mimtfe>nz. 

^o^M. ->*n*o^;Wfc ^n^>,^ $, 
^D^;n^ 4 '>^n^7*D;n5, ^vy^y^ 

* 9 s9U1>?n,*7)V* is*U«>7)1,JL7)& f*U1>W? U }> 



15 



25 
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^DH^h^yl, ^nm/h+i/S, ^n^xh^^i, ^ 
p^Wd^^^ ^^D^;^h4>'S, ^D^>^;Mh^>^ 

^^ D ^ '^ D ^^ ^^^>^g, ^*n^>;^ 

ffl7W75;iXtt7M^^m^s lK ^ D7 ^ ;lf 
Wit, -tl^©Mm^^pJfg^&S^lX«2WbTViTt>J:<, ^fij^S 
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MiE^ (i v) T«m-Ytuttt, «fco*»w»c:»i, 

^D^a^nt!;vs, 2- (^^y*M- jW ^D^ntm 2- (X 
h^>#;M*x;iO ^nrnKm 2- (y n3 |?+^;^-; W 
atr;«, 2- (tert-yh^>M^) '^D^p^ 2- <* 

^D^D^ 2- (X^*;^-f^) ^D^D 

kMWk 2- (^Dtr;^;w\^;w ^nyn^, 2- wyynwp 
*;w*e-f;w ^n^DKMt 2- <$>*3^*;w*E>r;w ^ Q ^ DK 
2- (s?x5 t ;p*;p/t^>r;w **uyu\±)vm. 2- cr*r^>-i 
-<;^;^x;i,) ^p^nt?;^ 2- (kfDU^>-i-^ M - ;w 
^ D ^ D 2 - Of^y $»- 1 )vu)\,x-)V) *,*n?n &v* s 

2- ^D^DKJ«, 2- (2-**y 

tf^U^>-l-<;W y^yntf^ ^*n^>^;«, 2- 5, 

fOD^D^n, 3, 3- 
;i^x;» ^n^^«, 3- dh+^to) ->*p^;nS, 3- 
(^□^*y*;^) ^D^m 3- (tert-^^Mr 
;P) S^o^p*, 3- (*5\>P#;pa**<;» ss#nyr)i& % 3- 

3- ^V^UM)Vti)Vn^M WU77)V& % 3- 

3- (^x^*^/t*-f;w S^nr/^Wfc 3- 
(7^>-i-^m^^) ^D^;p«, 3- (tfPU^>~i- 
-f ^ar^n* 3- CtWj$»- 1 --f;^;^ ;w 

*p^;W36, 3- (2-^yt!nij^>-i— fA,) 3- 
(2^yWU^i-^) ******* 3-^ D ^D^> 

S^DD^D^M, 3, 3-j;7Md^d^>^ Si 
3- Wb*5/»^) S^D'O^/Wfc 3- (ihtS/*^) 
*P^>3MI^ 3- y//D^>^ Sl 3- (te 
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^u^>^)vm. 3- i^)vts)vn^ )V) >^d^>^;i^ 3- c^ptf 
^y^)vm. 3- (^^^u^^n^e-r;!/) v^p^>^;^ % 3- (^x^ 

5 #;w\^;i/) ^*n^>^;vg, 3- (7if^>- 1 — f;u#jp#-;i/) 

3- (tf^Uv ? >-i—f;i/^;pfc;i/) v^d^>^;!/«, 3- 
tfp»J> J >- 1 >-^D^>^;i/^ % 3- tf^u> ? >- 1 - 

fcF II7;^;H (M7;^nn tKn^^ ad^> 

25 H;V75;*^=m'>«, «7;W7$/^;^rM+^l; 
JWV7^;s^7^y>fj^uojif*t^ 0 t^x-ji^a, ctif,© 
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IB^; (IV) T^n§-YtbT(t £DJMfcl$^ mX.fc 7x-M, 
4-y7/7xzm 3->7;7i-M, 2-y7;7x^ 4-* 
h+y7x-jl/I, 3-* h*~>:7x-;i^, 2-* h*->:7a:-;i/S> 4- (5? 

5 ^/kb/wre^) 7x-;n, 3- (i>*^;kfr;w\^-r;v) 7x-;n, 
2- ($?^5=-;v*^/tqE-r;w 7x~jh, 4- (*5^#;w\'^-r;v) ?x- 
3- (pwi^w^e^ow 7x-jh, 2- (*^;p#;w\'^--f;i/) -7 
4-*;wt^-r;v7a:n;pa6, 3 -*;wtqE-f ;W7x«;«, 3-# 
;V/tH^7x-JH, 2-*;p;w;V7i^S, 4- (y^n^ntfM 
10 ;w^>r;w 7x-^s, 3- &?uy°u}d.)Vft)vn^)V) y^-jm. 2 

- <^^D^nt?;w*;w^<;W 7x-;n, 4- (tfnU5?>- 1 

7x-jVS, 3- (tfntj>?>-i-M^) 7x-M, 2- (if 
D>J^>-i-MtoW y^-jvm, 4- (tf^U^>-l-^;i/^-;p) 
7x=/p*, 3- (tr^u^>-i 7x-m 2- (twj^ 
15 >- 1 :7x~;i^ v 4- (q£;M*y >- 1 -#;i/3tf~;i/) ?x- 
3- (^;i/*U>-i 7x-JH, 2- (^;i/7jsU>- 1 
7x-jH> 4-^dd-7x-M > 3 -i'nD7xzjH ) 
2-^DD7x^H,4-tHn^>7x-;H,3-tHD^>7x^S, 

2-hHn^>7x-;H, 4-^fji/7x-M, 3-^^7x-;n ( 2 
20 -^^7xr;n, 4- (hU^;^u^^;i/) 7x-;n, 3- 

rta*^;w) 2- (h'j^;p^n^^;i/) yj--)vm. 4- (2- 

^y-2H-tru>?>-i— 4- (3 -^y^i^u > 

-4—f;V) 7x-JH, 4- (2-^V^+hyU^>-3— r;w 7i- 
4 - t e r t ~^;P^x-;VS, 3 - t e r t -7*^7x-JH, 2 
25 -tert-7fJl/7x-JH, 4- (h'J7MD^b+y) ^x-;!^ 3 

- (hU7Ma^h+y) ^x-;^ 2- (hu^;u^-p^^;i/) ?x-;p 

4- &y}lsjru*b*i/) y^-)vm, 3- &y)V*u*h*is) y^ 

-JVM. 4-tFD+y7x-jVi, 3-tFD+y7x^|/i, 2-fcKn* 
zsyx.=.)Vm, 4- (2-tHD+y7°0/'?>-2-^;V) 7i-JW^H, 
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3- (2-kHn+5/^>-2--f;W 7x-jV^^H, 4- (*^t 
7x~Jl/i, 3- U^jvy^y) y x n;us> 2- U^l/T^y) 7 

4- 7xZM, 3- (y^W5/) 

2- &*9-)V7$S) 7x-JH, 4-7tf;i/7i-;H, 3-T-fe 

5 x 2 - 7t^i/7x-;i/S, 4 - * ^ >7,)vy * -ji/7x-jn, 

3-^^>X;i/7t-Jl/7x-;H, 2-^.^>XJl/7t-JP7x-JH, 4- 
(7t^75 7) 7x-;VS, 3- (7W75/) 7x-M, 2 - (T 

•fe^T^y) 7x~m 4- (N-T-fe^;i/-N-^^;i/T^/) 71^ 

^,3- (N-Tir^Iz-N-^^UT^y) ^x-;US, 4-^>7/-3-7 
10 MD7i-jH, 4- h*><%)lv$-)V7=iy) 7i-i«, 3- (*h 

^i/*;toi/75y) 7x-jh, 2- (*b^>#;i,#-;i/7=>/) 71- 
;w*> 4- (ih^^jk»7$;) ^x-;i/S, 3- dh+^;^- 
JITS./) 7x-;H, 2- 7xz;H, 4- (7° 

n#*v-#;^-;P7^/) 7x^1/1, 3- (^n^^;^-;i/T^ /) 
15 7x"M, 2- (yn#^^*;paj?-;pr§/) 7i"jH, 4- ^V7*a 
^->^;i/^-;i/T^y) 7x-;H, 3- (-r v^d#^^;^-;vt$ /) 

7x~;i/S, 2- (^V7°D^^M-JV7$y) 7x"JH, 4- { (N 

h*z/%)\stf-)\,75i;} 7iz;n, 3- { (n-*^;w ;* 
h^^;i/fc;i/T^y} 7x-;n, 2- { (n-*^) * b^>#;i,#- 
20 )V7^;} 7x-JH, 4- { (N-*^;i/) xh^;i/#-;P75y} 7l 
-^S, 3- {N-^^;W 7x-M, 2 - { (N 

xh^^;u^-;i/T^y} 7x.-jvm, 4- { (n-*5\h,) xh 

*z/tj)l>#-)l>7=-;} 7xXM, 3- { (n-^^;w ih+^^-jp 
T^y} 7x~JH, 2- { (N-^5P;U) Xh^y*M-JV75/} 7xX 

25 4 - { (N-^^;W 7*n^'>*;^rjP75;} 7x-H, 3- { (n 

7 , D#+'>*jp#-;p75y} 7xx;H, 2- { (N-*3=-;l/) ^ 

u^y*;i/^7$y} 7xx;n, 4- { (n-*5F-;p) 

x;i/T^y} 7XXJH, 3- { (N-^^;w) ^h^>ti)l^-)V72.y} y 

xX;i/S, 2- { (N-*^;W) ^h^->*;i>tol/7$/} 7x-jH, 4- 
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{ (N-y^;» -fy^n*^*^*=^75y} 7x-m, 3- { (n- 
^v^n^^;^-;PT^y} :7xx;ns, 2- { (N-y^) 

<yyn^^M-;P7^y} :7xx;i^ 4- { (n-x?m» y h4-> 

^;j,#-;UT^y} 3- { (n-x5F;w y 

y} 7i-jH, 2- { (n-x^;W y h^zy^jj^-jvr^y} y^-jvm, 

4- (T-fe^r^y) :7xx;i^ 3- (T-fc^x^y) :7ocx;i^ 2 - 
(T-k^T^y) yx.-)m, 4- O/DAV^rsy) 71^1, 3- 
C/a/W;K7^y) ^xx;^, 2- C/dav ^;p;r=; y) ^xx;^ 

4- { (N-*5F;» Ttw^y} 7x-m 3- { (N-y^) Tir 

5=-;i/T^y} 7i-jh, 2- { (N-y^) Tir^r^y} y^-)vm, 
4- { (N-y^;u) yn/NV^;i,T^y} 7i-;n, 3- { ( N -y^;» 
yDAV-r;i/T5y} 7x-jh, 2- { ( N -y^;» :/DAy-r;Kr^y} 

y^)Vm. 4- { (N-X^;i/) 7tW^} 7x_JH, 3- { (N- 

x^;i/) Tir^;i/T$y} :7xx;i^ 2- { ( N -x5P;» Tir^;i/T^y} 
7xx;p^ 4- { (n-x5p;» ynAV-Y^T^y} 7xx;i^ 3 - { (n 

-X3M» ^D/V-f^T^} 7x-iH, 2- { (N-X^) 

;K7^y} 7xrjn, 4- (y^;i/x;u7^-x;PT^y) 7x-;n, 3- 
^izjpy*-ji,T$y) 7xzjh, 2- (y>^;ixx;^^x;i,T^y) ?x 
x;us, 4- (x^;i/x;i/^^x;i,T^y) 7x^s, 3- (x.^xjiy^ 
x;i/7-^y) 7x-M, 2- (x^;^;i,^^x;i,T$y) 7x~m, 4- 
(7°n^^7^-;P7^y) ^xx;^ 3- (^d ¥)\,xjiy*-)i r * 
y) 7x-;n, 2- (ynif;i/x;v^^x;i/T^y) 7x~m 4- «y 

7*D^^7t^7$7) 7xZjH, 3- « V?U¥)],XJl,y * - JVT 

5y) ?xx;« % 2- «v7u\f:)V7s)Vy*-)\,7*;) ^xx;^ % 4- 
{ (N-y>^;W ^^;^;^^-x;i,T$y} 7x-)n, 3- { ( N -y^) 

*^)V7,)Vy*-)VT=i;} 7x^| 1 2- { (N-y^P) *^)V7,)Vy* 

x;i/r$y} 7x-jh, 4- { (n-*5p;i,) x^;ux;i/^^x;pr^y } 7 
xx;i/^ 3- { (N-y^;w x^;i/7,;u^^x;i/T$ y } 7i-jv$, 2 _ 

{ (N-y^) X^x;i,^^-^ T ^y } 7x-iH, 4- { (N-X5P;U) 
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-)V7*;} 7izjh, 2- { (N-x^;W ^^;^;^^-;j/T^y} 7 

{ (N-X^;W 7iZJH, 2- { ( N -x^;v) 

x^;i/x;p^^-x;i/T^y} 7x-;n, 4 - { ( N -x^;» ^atr;^;P7 
^-x;i,T^y} 7x-M ( 3- { (N-x^;V) t?;^;P7*=;pr$y } 

7x - j ^ 2- { (N-X5P;U) ~7u\Z)\,7,)V7*-)V7~i;} 7xrjH ( 
4- (2-^^/U^y>-3—f;U) 7x-JH, 3- (2-**-0VU$> 

y>-3— r;w 7x~m, 2- (*-*i*VU$v >-3 — f;» ^^x;^ 
4-i;^^Mt<f;i,7xx;M?;H 1 3 -5>*?w*/ww fry*- 
-f;i/7xx;p^f;n, 3-^5 1 WMh;P7i-;m^S, 2-y^ 
fr*. 3-5/^n7 , Dtr;v*Mt-f^7x=;Wf;HE, 2-^d7d^ 

3- (tfuu^>-i-7j;^x;v) 7x-jw« 2- (trn 
U^>-i-*;^x;i/) yjL-)V*^)m, 4- <fcWJ5»- 
;w 7xzjMf;n, 3- (if^us>>-i-#;t^-;w 7x-w^;n, 
2- (tf^U^>-i-^;^x;p) :7^x;M5P;^ 4- 0&;u*u>-i 
-#;i,#x;u) 7xx;Mf;n, 3- (^;i/*u >- 1 y*- 
fr^frm, 2- ( ; e;1/^u>-i-tj;u^x;i,) 7xz;w^s, 4-yu 
n-7x-;MfJH, 3-^dd7x-;m^S, 2 -7dd7xxjm^ 
ML* 4-kHD^>7x-;Mf;H, 3-hHn+^7x-;M^H, 2 
-kHa^>7xn;M^n, 4-^f;i/7x-;MfJH, 3-^7 X 
x;i/^^;vs, 2-^^;P7x.x;m^S, 4- (hU7;^n^^) 7^ 
x;py^;us, 3- (hU7;vtn^) 7x-jMf;n < 2- (hu^;p 

>*U*?-fr) 7x-;M^H, 4- (2-^V-2H-bfiJi?>-i-^) 
7x-JM^;H, 4- (3-^y^;^U>-4-^; W 
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4- <2-**y**tfVfU3>>-3— 7x-jM?JH, 4-tert 
-^^xx;^^;^ 3 - t e r t -^;U7xz:;^3P;i^l, 2 - t e 

5 4- (v^;i/^-a^ h^r-» 7xzjm^H, 3- (>? 

:7;M-n*N^» 7i-;MfM> 4-tHD^>7x-;w?M ) 3- 
tFn^'>7x-;Mm 2-tHQ+'>7x-;Mfji^, 4- (2-fc 
HP^>^D/t>-2— OV) 7x^;^fjH, 3- 

>-2-<;v) ^x-;i/^^;i/S> 4- (^^;wr^/) 7x-;Mf;n, 3 
10 - owi/r^/) 7x-;Mfm 2- usvursy) 7xr;wf;n, 
4- (sM^rrsy) 7xr;M^Pi, 3- {i?*=f)V7$.;) y^-)i* 

3-Tiz:^;i/7x-;u^^;^ 2-7t^7x-;wfm 4-* 
^>7^7t-Jl/7xz / iMfjH, 3 

15 2-*&>7>)Vy*-)V7x.~)V*?-)V^ 4- (Tir^;K7$/) 7 X -j^ 

3- (Tiz:^;i/T^y) ^x-;v^^;us, 2- (r-fe^;vT^/) 7 

aL-)V^)Vm. 4- (N-Tir^-N-^^;WT$y) 7x^V^f;H, 
3- (N-rt^-N-^W^/) 4-^77-3- 

7WD7z^w^$, 2-^x~;i/x^;«, 2- (2-^5=-;v*;wx 
20 ^e-r Jiy^-jv) x^;ps> 2 - (4 -^^jp;^<^7xr;w x^g, 
2- (3-*^jv#;w\*^<;w:7xx.uo x^;p«, 2- (2 -^^i^wn*^ 
-f ^7x-;w x^;pg, 2- (4 - 07*0 ifMM^-f ;i^7iz^) x 
2- (3->^n7DifjWM^j|/7x-;w x^i* 2- (2 
-zspuyxDdfytDvn^ )w *.-)V) x^;^> 2- {4- (tfau>>>- 
25 i-#;v#x;io 7irjn x^;Hk 2- {3- (tfau^>- 1 -tj;^x 
)V) 7x.-)V) 3L^)vm> 2- {2 - (KnU5?>-l-*;^-^) 7x-;h 
xsvi/Jk 2- {4- (tf^u^>-i-^;i/3j?x;v) 7x-;m x^;us, 2 
- {3- (t?^u^>-i-^^x;w 7xzjH x^;ws, 2- {2- (tf 
^U^>-l-#;M*x;u) 7irM x^;U«, 2- {4- (^e;i/*u>-i 
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7x-jh x^;H6, 2- {3- (*;p*u >- 1 -#;m?x;io 
7xx;w x^;i^ 2- {2- (*;w*U>-i-#;^-;w 7l - ;H x 

^JHS, 2- (4-^DD7x-;W X^;«, 2- (3-^DD7x^) X 
2- (2-7DD7X-JW X^;i/«, 2- (4 - k H D^y7x~jP) 

x^jUS> 2- (3-tHn^7x=jv) x^;«, 2- (2-kKn^> 7 
xx;W x^;us, 2- (4-^^7x^W X^/K£, 2- (3-*^;K7 
xx;» x3=-;p», 2- (2-^^7x-;w x=f;^ 2- {4- (hvy 
)V*u*^M 7x-jH x^;H£, 2 - {3- (h'J7JI/ta^f;W ?xx 
;w x^;us, 2- {2- (hU7^tD^) 7x-;h x^uat, 2- {4 

- (2-^y-2H-tfU>?>-l-<;p) 7x-iH X^S, 2- {4- 
(S-**V^*U>-4— f^) 7x-JH X^», 2- {4- (2-* 

*y*^U-yu^>-3— TJW 7x-iW X^;«, 2- (4-tert-T" 
^;^xx;i/) x^;U«, 2- (3-ter t-7^7xrjW X9*;p*, 2 

- (2-tert-7*^7x-JW X^;i/S> 2- {4- (h«j7MD^h 

7x-jw x.^;m. 2- {3- (hu^n^h^) 7x-;w x 
2- {2- (hU7;^n^?;w 7x-jh x3\n*s, 2- {4- <$> 
7^a-n^h*5/) 7x-jh x^;i/S> 2- {3- (i^;i^o*h^>) 7 
xx;w x&jm* 2- (4-hHDfy7x-;w x?p;«, 2- (3-kF 
D+i/7x-;w x5f;«, 2- (2-tFD^>7x-;p) x^;^ 2- {4 

- (2-kHn^n^>-2--f^) 7x-JH x^;«, 2 - {3- (2 
-kKD^>ynA>-2-^;P) 7x-JW X^S> 2- {4- (*5F^T 

§/) 7x-JH x5=W«, 2- {3- (*^Fjuy*y) 7x-;h x^s, 

2- {2- 7x-JW X=P;i,g, 2- {4- (i^^l/T^ ./) 

7xx;w jL?-)\,m. 2- {3- (^*^;kf;=/) 7x-;h x5=-;«, 2- 
{2- (S^S^rsy) 7x-;H x^Wt, 2- (4-7t^7xr;p) 
x^;i/«, 2- (3-7-fe^;|,:7xx;i,) XfP;i,^ 2- (2-Tiz^;i/^^x 

x^;PS, 2- (4-^>x;p:7*x;i,:7xx;» x^;i/«, 2- (3- 

^>7^7t^7x^) X^/Wfc 2- (2-^>X;P7t-;V7x- 
XM*, 2- (4- 7x-iH X^;«, 2- {3- 
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(T±^)l7=iJ) 7i^;H X5P;i^, 2- {2- (7t^75 7) 7x- 

;W x5P;i/«> 4- (N-r-fe^iz-N-^^T^y) 7x-;w^n, 2 

- {3- (N-7ir^-N-*3^7$/) ^x~;w x^;ps, 2- (4- 

5 xy+'>^fjH, 3-^7/71;^^ 4-^^;i/^;w\^;p 

fM;i,W^7x/+i/^fM, 4-^?MJPW^7x/+^? 

3-^^Mji/Wji,7i;+'>^^n 1 2-^^;^;w^-r;i,7 
-f;i/7x7^^^^s, 4- (tfnu^>-i-^;i/^x;i/) 7i;^f 

3- (tfPU^>-l-^;^-;i / ) 7x^^fM ( 2 - (tfpU 

> ? >-i-^^x;w 7xy^^?jH, 4- (tf^u> ? >- 1 

7xy^>^^n, 3- (tf^u^>-i-^;^x;p) 7x;+^f 
15 jm. 2- (tf^Uv>-i-*;v^x;p) 7x/^^>^^n, 4- oe;p* 
V>-i-ti)V^-jp) 7x/+y^^S, 3- (^*u>-i-#;i^- 
)V) 7x/+i/^^ 2- (^;u*u>-i-#;i^x;w 7x;+y^f 

Jim. 4-^00-7x7^^ 3-^007x7^^ 2- 

^dd7x;^?jh ( 4-tHn^>/^ccx;M^S, 3-th*D^> 

20 7x-;MfjH, 2-1^^^7x7^^ 4-*^)\,7^;*ls 
3-^)Vy^y^>^)^ B-^^x^y^JH, 4 

- (hV7Jl>*n*^)l) 7x7^y^fM, 3 - (b'J7MD^^) y 

xy+y^^S, 2- (hu^;i/^-n^^;u) ^x/^v-^^;^ 4- (2 

-^V-2H-t!Ui/>-l-<;i / ) ^xy^^^US, 4- (3-^y 
25 ; &;l/^U>-4—f;i/) 7x;^yyfjH, 4- (2-^v^++f-yu> ? > 
-3-^;» 7x^y^^S, 4-tert-7^7x^y^jVS, 
3-ter t-7fJV7xy+y^fjH, 2-ter t-7^7x^y^ 

3\M/», 4- (hu^;i/^n^h^^» 7xy^y^?;n, 3- (bvy)i* 

D;*h*~» 7x7^y^^S, 2 - (hU^;i/^Dp<^;U) 7x7^^ 
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^7x7 + ^^1, 2-hKD^^ary^^^;^ % 4- (2-bHD 

3->y*D7i>-2--i';i,) y^y*^.*^;^ 3- ( 2 -tFn^nA'> 

3- (^W57) 7x7+i,^;H, 2- (*5^TSy) 7x7^ 
4- (^*5Wr$y) ^x/^^^;^ 3 _ (^^;p T5y) 
y^/^iy^jVM, 2- &*^)V7=i;) 7x/^^^JH, 4-Tir^ 
^7x-;M^M, 3-7t^7x-W?M, 2-7^7x7 + ^ 
10 4-^^>^7^-;P7x/^yXfm 3 - >x;i,:7*. - 

;i/7acy + ->p<^;^ 2-^^>Wt^7x7^^?;H, 4- cr 

2- (7tt)V7^;) 7x7^^/^^ 4- (N-Tiz^-N-^ 

^17$;) 7x;^>^;n, 3- (n-tw;w-n-^^t^ /) 7 

15 x/*SoWP*, 4^>77-3-7MD7x7+^^H^ f6n 

So 

6^^^^L, WMZ. =Px-;i^ % fcTDU^S, -f$*Vu 

*i*-yy;i^ -f y^yu;^ eusws, try t: 
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^a^e-y;^ *;w^-r;p«. 7^^as, hU7;^p^^ Steffi 

^> tyttm^7$^;^-M*^ «7;^7$/*m 
*/{M7;i^;fc&jwx i E-f;vak yfii7j^M;ww;i/ 

;«j mib^: ( i v) Ti$n§-YtbTH «ke>jwM<Mctt, 

ryvvtm* m>7WM& -fv^ryu;ws> **in/y;i^ 
20 tfvryjwfc trusw*, tru^y-M, tr^-;^ 6- (troy$»- 

l-*;p#=;W ifU3?>-3— OVg, 5- 0£ny3>>-l-*;M?-;io 
ey$>>-2— owfc 6- (fcf^Uv?>-i-7V;^-;w tfy^>-3~f 

ys>>-i tfu^>-2~-r;PS, 6 -^^;nf u^>- 3 

25 5-^jnfus»-2— r;i/S, 6-x^;nf u$»-3— r;w& 5 

-x^;Hfys»-2-OPfc, 6— fyypfcr;i.fcrij^>-3— 5- 
-r y>*ptr;nf y s?>- 2 -- f e -j/^n^n tr;vtry $»- 3 - - f j«. 
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3— Dim, 5- (S^D-O^M-*^) tfij^>-2— Om. 6- (MJ 

7;p*n*h*-» eu^>-s->r;hK, 5- (h'j7^p^h^» try 

y)V*U* h*>>) t!U i»- 2 -- f 2 - v-T7 tf U 5 3»- 5 — f 
T^m^3 7!>S8<D^D^Si|^a^^«\ *W4, Tf3a£ (Q i - 1) 




(Qi-1 ) 
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t?**«^©, ttriB^: civ) ^^ns-Ytim ioiwMa^ 

i-^^-iH-tfu^>-2-^>- 4 -^;^ l-x^-i 

-f;«, 1 - — lH-tf'J 2 -:*->- 4 

1- (2, 2-i?7WDX^) -lH-t!U3?>-2-*>-4— f^36, 

1- (2, 2, 2-hU7;i/tPIfJW -lH-tfUv>-2-^>- 4 -< 

;HE, 1 - ( 2 - 7MDih^» — 1 H — fcf »J 2 4 — f 

l-^D^Pt!^-lH-trU^>-2-^>-4-^;^ 

i h- tf u >>>- 2 4 — r;«, i D ^>^;w- i h- tf y 
SJ> ~ 2 4 — r ;vs> l i h- tf u e?>- 2 ~^>- 5 ~^ 

1 .-X^- 1 H-KU 2 - 1>- 5 --f 1 -x^- i H 

-hf'J^>-2-^->-5— f)Vm, 1 ~<V^Dtf;i/- lH-tf'J >>>-2 - 

^->-5--r;i/^ l- (2-7Mdx5 : jw - iH-try 2 -3->- 
5 --r/wk 1 -s^jw-n*^- 1 h — tf u 2 -*->- 5 

1- (2, 2->?7MDX^) -lH-tfU^>-2-^->-5— f 
1- (2, 2, 2-Y^y)Vtu^J-)V) -lH-tfU^>-2-^->-5-^ 
1- (2-7MDlh^>» ~lH-tfU>?>-2-^>-5-<;^ 

1 - ^dt-d tf;p- 1 H - tf y $»- 2 -*•>- 5 -- r;i*, 1 - ^ 
1 H — tf y 2 -*->- 5 1 -^dt-d 1 H - tf y 

^>-2-^->-5— f;PS> 1 -5>^P^7P-lH-tfU^>-2-^->- 
5-^;^ l-^D^>^-lH-tfU^>-2-^>- 5 -<;^ 1 
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tf7M/^H^u, fc^at (m 7 ;^ 

MfB5S (IV) -YtLTH *t)JMM9tett, 5 

-^TV^^l^-i-.^;^ 6-S/7y^U>-l-f^ 7-5, 

«^l^>-2-^;^ 7^>7yt7^>-2.^M, 5-7^nt 

y*u>-i-«om. 6-*h*i,7-y*u>-i—()\,^ 7-^s^>^ 



20 
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10 



5-kHD^>^i,v- 1 T >r;n6, 6 - k kp*^^^ u>- 1 — f ^ 
5 -^^x;^-;^^^^>- 2 6 -twx^-j^y^ 

5 - h u :7**n**/kr:7*l,>- 1 6 _ h u ^M-d**,^ 

- 2 —cjm, 7-bv yMru**w?*v>- 2 --f;n^f^5. 

x*$?vv)m, 7*wzw& ryrvv-m ^w^, * 

<WJ=M, ^>V**WV)\,m, ^>X-f5*VU;«, 7*5*>- 

)m, T-yrw-ji^ *;*vv-)m. *±vv-)w* wy=M, 

^^u^-,^ +/^<J^ ^l/'J^, ^>y.j- Mi ^ 5 



20 
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MffH^ (IV) Tl$n5-Yiim £DJMtttfcHU */U>- 
3— f^at, ^/'J>-2-^M, lH-^>H^-6-<JH, iH--f 
>K-*-7— I7HS, -f>FU>-2-*>-6— f;«, «f>f*U>-2- 

< > H U >- 2 7 -- f 1 -x^;K > H U >- 2 6 -- f 

-f >H«J>-2-^>-6— r;us, i- (i^yj^a^M -<>KU>-2 

Qi «W«FL<tt»ttO«R7^;pat, 7z=;«, 575M6M© 
<IM«*«lXtt2*t*) , t7f;HX^lArD7'J-MT$5 
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IBlCfl/THTtiiUfiftlTioT, &WMm& r^^^A^j 
O^^^Aitlt fltftfc, -N (R 3) _c (O) -T?«sn*ai*«r3 7s 

*&, m7??&m*(D-N-c (o) -*«Mw««wic^a^fc, k*jk? 
*9^^A»©«f^fe*w:, tft6TOto4Hrcfcnt& wfcBRjesnsjittttt 




Qi #tNB5$ (V-l) 

r 

R 2 
(V-l) 

tt, iiufBiC (V-l) T^$tl£«<£3-£, ^ (V-l 0) 



WO 2005/007644 



.78 



PCT/JP2004/009272 



(V-10) 

q i ifitma (v- 1) T«sn«ST*s*-&©R i rcjcr 2 r^*» 
e r t-r/^;u*, ^>^)vm. -cvr^jm, **^>^;m. 

q ! at, mmx (y-i) T^n&^T&oT, ri & 

tfR* ffi7Wi-e$§|^, (iv) 

n§-YitTfl J:D^6U^«, «*f£ N, N-yX^7>;S, N, 
N-S^Dfcf/wrsy*, N, N-^yyntf;ur^yS, N, N-^^;u 
N > N-^>^75yi, N, N-^+->;i,y^/^ Nf N 

n - x^;v - n - a y ^;i/T $ e>ft£. 

Q i ^MIHS: (V- 1) T^$n5ST*5^0R i RDCR 2 
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^jvm. s e c -^)vtj)vn^)vm. text - ?^)vti)vn^ jvm* 
*?£b<, ^)Vt})vn^)vm. ^)VtDvn^>ovm. fuwvtDvn^ 

5 SbK 

q i timmft (v- 1) T^nssT&siifrcDR i r^r s r^{& 
MZ-ttz? *^)V*j)vn^)v^ ^jL^)vti)vn^)vm. ^jv^jv^jvn 

15 ^i^brc^^^T^^fe^, mfc?, ties: 




Q i MfBiS (V- 1) T^$n5i^0R i K:tfR 2 5^.3- r^yj^ 
20 Tfe<kVi 0 
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u±£®, Qi at, msa (v-i) ia*n*iwe* 5 T, ri r 

/t^f;i/*T**»£©, ftffi&t (IV) ©-Yttm JcOJWeWteJi, m 
-N- (i?^^;i/*;wt^<;wx^;v) tsl/^ n-^^-n- (^x^;w 

Qi «*«HB5«: (V-l) TS$nSlt^S^T$oT, ^O, Ri 

si§^©m r3 75S9*©^*Amj ^tat, gtrtic, -n-c (o) 
fe«kvi. i7^^Aitbtn Tte^: (Qj-2) 




(Q1-2) 



£U:<fcD> QJt, MlBa^ (V-l) T«n*Wl!*oT, *>>0, Ri R 
tfR 2 flfH-xttHfc*, «RT;^*^/t^-f;«T?**«*©, (I 
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-*>-l-<;M^;«, K^U5>>-2-*>-i-^,M3S»*, **fcf 
2 1 fr*7Jm* <\7***V>4 $>-2 1 

5>>-2-*->-l--r;«, tf^U^>~2~^>-l-^;^;^ ^ 
twj s»- 2 -*->- 1 -f^x?M, ^^f^ $ >_ 2 

-2-*>- 1 — f^x^s^^tf sn*. 

Q x ^HfflB^ (V-l) ^$n§I^SI^t$oT, R 1 lk.Z$R 

Tzm&vmmm&zTij^so's^tm} tit, iAfaici^ttt, 

< 1 Xtt 2 3 7bm 8 AO^nlftfcjtfcU 

«*tf, r-ttf^wfc Kpy3>=^ tr^us?=;«, **tf^y^x;i, 

6 ft, £*i£>©5l3, tw;>>x;i^ **bWJ^x;i^, 
^x;p^ ^;u^ux ^^WJ-M^St^, 

«-h«kB, Q i MSB:* (V-l) TJ^ns^oT, ^ R 1R 
tfR 2 ^5^[CiKt§^^t-g[^oT, 3 7bm 8 ©'VrPSKR 

MfBS: (IV) ©-YtLTtt, J:0**Wfctt, *;i,*u>-l— f 

*U>-1— fJloWUS, 2- (*^*U>-i— f; W x^;«, 2 - <* 

w*ij>-i-f^)ig:^ 3 _ (^;^u>-i_ <;p) ^Dtr;p«, 

Qi#»«5* (V-l) ^$n5lT^Si^T^oT, RiRtfRi 
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7Vu;hfc, f ^-y-yu;^ ^t^tvu;^ 

mm&mtfzn, cn^><Dot>. huj^-jk erh^/-;k ^ 

«±±D, Q, Mf3:$ (V-l) T«*n*«#T*oT, flO, Rii 

miba (iv) ©-Ytum ionfrWtett, wttf, tr^y- 

1— f;k) x^us, 2- (huj^-i-^jp) x^;m, 2- (5- he? 

Q 1 MfB:£ (V- 1) T«Sn5<HTJ*oT, fro, R 1 RtfR 2 

ttt (rv) o-Yttm <kB#M*«fc«u mx-& ^>x^yy-jh 
— - r;i^ 7- (hu^i/^n^^w ^>x-r$^v/*-;p-i— t;hk, 6- 

s> -rs^/ci. 2, a] t!u^>-6— r;i^ ^>x^5yy-ji,-i- 

2- <;m^;^ -rsyy ci, 2, a] tfu^>- 6 -- r;M^s, 2- 

(^>X-T \-^)V) x?Ml^ 2- (^>i/h U 1 - 

-r;» x^;wt, 2- ^>VhV7V-)V-2-<i)V) x^;us, 2- «s 
^/ [1, 2, a] KU5>>-6— f;« x^;hM5jWHW r sn*. . 
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*5B«fc*S<fr&tt (I) b. ITU &V$kVm\zMZ, «*tf, 2- (l—> 

^n^>^;i/tr^u^>-4— r;i/^>/) -5- (4->7;7x-jw try 

2- (l— rv^Dtf;Hf^u^>-4— -5- (4— > 

ry^x-;p) tfu^x 2- (i-^d^>^dus>>-3- 

5 -5- (4-*;wt^E-r;P7xn;W tfu^^>, 2- (i-^n^> 

^;i/trn»j^>-3-<;^^» -5- (4->7/7i-;i/) eus$», 
2- (l-^D^>^t!^U^>-4— f;^^<» -5- { (3-^^;p 

-l, 2, 4-**-fr$>rv^^-5--f;w 7x-;w try$$?>, 2- (1 
.-^n^>5 t ;nf^us?>- 4 — OM"*^) -5- (4-'>7;7x-;W 

10 tfu^>, 2- (i-->^D^;nf^u>^>-4— r;M-*>o -5- (4- 

^7/7x-JW tfU^i^X 2- (l-v-^D^~>;i / tT^U> ? >-4— 

-5- (4-5/T/^x-;i/) tfU5^>, 2- (l-^nynfc^ 
fcWJ^>-4 — -5- (4-^>7/7x^) fcfU^X 2- 

(i-x^;i/tf^u^>-4-^;i/^^» -5- (4-^>7;7x-;w try 

15 ^V>, 2- (l-yi/D<>^^>Ji;>-4-<j^» -5- {4- 

(tfnue?>-i— f;^;ua|?-;W :7x=;W tfuas^x 2- (l— >^n 
^>^tf^U^>-4— -5- {4- (^^*;Wt*-f^) 

:7xn;w tru5 3?>, 2- (1 -^n^>5 1 ;nf^us?>-4-> 

-5- {4- ( ; e;vt}nU>-4 — r;kfr;i/^-;i,) yx.~jv] tru^^x 2- 

20 (i-'>^a^>^;nf^u^>-4— -5 - {4 - (7x;+y) 
7*-M tf'J^yx 2- (i-->^D^>^;nf^u>?>-4— r;i/^^» 
-5- (3-^yg~;i.) tfu^^>> 2- (1 -^D^>3^>^tr^y>>>- 
4— -5- {5— r>h'u;H tfu^^>, 2- (i—>^n^> 
^;nf^u^>-4-^r;u^^) -5- (iH-bfu^>-2-^->-i-^ 

25 tru^^>, 2- (1 -^^D^>^;i/br^u^>-4— r;i^=^» -5 

- (If^U 2 -:t>- l—f;i,) ey-*$», 2- (1 -is? u^>?-)\, 

^Ui?>-4-^;M-3-» -5- (8-^y"J-^) t!U5 5?>, 2- (1 
-->^D^>^;Hf^Us?>_ 4 _. r;i/^v) -5 - (4-7x"jl/-4-t 
h*n^>fcr^u^>_i-^ ;I/) fcf.j^^x 2- (l-^ D ^>^;ptf^U 
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10 



15 



>>>- 4 —C)l^^) - 5 - (2 b^v-tf U 5»- 5 — r ;P) tru 5^> % 
2- (l-^D^>^fcf^U^>-4-^;^^» -5- <4-*DP7 

x~;» trus^>, 2- (i-^n^>^;Hf^Ui?>-4-^;i/^^) 

"5- (4-hij7^D^^7x-;W t!U^>, 2- (l-^ n ^> 

^;nf^u^>-4-<;v^» - 5 - (t!ijS?>.3-fJW KU3S», 2 
- (i-^a^>^;utf^U^>-4-<;^^) -5- 

tfus^x 2- (i-^n^>^;nf^u^>-4-^;^^) 

-5- (^>^^>-4-^) KU$5», 2 - (l-^D^>^tf 
^U^>-4-^;p*^>) -5- (2-^a^>^;j / ^, >tru ^ > _ 5 _ 
fcfU^^X 2- (l-^D^>^;utf^U^>-4-^;i,^^) - 
5- (lH-eu^-2-*>-5-^) t£U5 3», 2- 

s>>-2-*>-3— rno e»j5?>, 2- (i-^n^>^tr^«j^> 

-4-<;U^» -5 - {2- (tfD'J^^l-^;^;^-^) Kyj?> 

-5-<;w eij5$?>, 2- (i-^n^>^;ptr^u^>-4-^;v^ 

-5- (2-^7y-5-T^) tfU^X 2- (l-~>*p^>^ 
tf^U^>-4--f;i,^» -5- {4- C***U>-3-*>-4--OW 

7l - jI/} eus5», 2- (i-^p^>^;ptf^u^>- 4 — 

-5 - {4- (2-^i7-yu^y>-3-<;p) tTU5^X 2- 

(i-^n^>^K^US»- 4 -f^^) -5~ (2-^^trij^ 
>-5-^) hfU^^x 2- (l-^D^>^;utf^Ui>>- 4 -<;^ 
-5- (2-^*ntru$?>-5— f^) fcfU^X 2- (1-^ 
D^>^;Hf^U^>~4-^;P^» -5 - {4- (ih-kus;>-2- 
OW 7x-;w t!U5s?>, 2- Cl-i/^n^>^jn;^U5?> 
-4--f;n*-*$,) -5- {4- (^y;i,x;i/7*-;w 7x-;H eu$^>, 
2- (i-^o^>^e^y^>-4-^^» -5- (4-r-fe^ 
7x-;h Ky 5s », 2- (i-^p^>^tf^u^>-4-<;i,^» 

-5 - (4-hU7^D^h^>7x^) KU5S», 2- (l-~>*p^ 
>^I^U*>-4^;^>) -5- {4 ~ (2-hHP^>- 2 -^p 
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-5- (2-x^tfU^>-5-^;p) tfU^X 2- (1-^ 

X 5- {l-^^u^>^)V}d^)^y-A-^)V^^) -2- 
-/7x=;» Ku$», 2- (l-^D^>^tf^U^>-4-<;i,^» 

-5- (4-^7x-;W tfU^>, 2- (l-^D-s>^tf^U^ 

>-4-^r;^^» - 5 _ (tf^u^>-i_ <; ^ ;1/# ~ ;w ei j $s , x 
2- (i-^a^>^;nf^u^>-4~^;u^» -5- (bf^U^>- 

tfU53?>, 2- (l-**n*>*A^y3>> 
-4-<;i^» -5- (4-7x-;P^7y>-l-<;MW tflU 
2- (l-^ n ^>^;nf^U^>-4-^;i,^^) -5- ( 2 -^ 
7/tf-J5i?>-5-^) tfU^^X 2- (i-^d^>^;v^u^> 
- 4 — f - 5 - ( 1 H- hf U 2 4 tf U ^ 

2- (l-^D^>^tf^U^>-4-^;^5.) -5- (i-^^l 
lH-KU5>>-2-*>- 4 --f/» lfU5^ 2- (l-^n^>^ 
t^y^>- 4 -<,|^>) -5- (2-^;^ D ^h^> l fU^>-4- 
-f/W KU5S?>, 2- (l-^D^>^tf^u^>-4-<;^^» - 

X 2- (l-^D^>^tf^U^>- 4 -^;^>» - 5 _ {4 _ (N 
-^^-N-^h^^pysy) y^-M kfU^^X 2- (1- 

^d^;^u^>-4-^;^» - 5 - (1-x^-iH-tfu 
^>-2-^>-4-^;w tfu^^>, 2 - (i-$/*n*>*;u^y$» 

- 4 -fW+S/) - 5 - ( 1 1 H — tf U 2 5 --f ;W 

KU5S?>, 2- (l-^D^>^K^»JS?>-4— f;^^) - 5 - (1 
-X^-lH-tfU^>-2-^>- 5 -^;p) tfU^>, 2- (1-^ 
D^>^tf^U^>-4-<;^^) -5- C2-,wk5**/[i. 2 

- 5 - (2-*;p/t*-f^fcrus?>- 5 _^; W eu5s?>, 2 
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10 



15 



20 



25 



^7JWDX^W -lH-KUS?>-2-*>-4— r;W KU5$>>, 2- 
(l-^P^>^fcf^U^>-4-^;^» -5- (1, 2, 4-MJ 
7l/n[4. 3, a]KU$»-7— f/» t!U5S?>, 2- (l-^n^>^ 
*K*y$>>-4 - 5 - (1, 2, 4-hUT!/D[4. 3, a] 
KU5»-6— f*) lfij$s?>, 2- (i-^o^>^;nf^u^>-4- 
-f-fraMrS') - 5- (l-^^;i/-lH-tru^>-2-^>-5-^;U) try 

2- (i-^D^>^;i/fc!^u^>-4-^;i,^,» - 5 - 

7^P^^-lH-tfU^>-2-^>-5-^r;P) tfU^>, 2 - (1- 
^D^;Hf^U^>-4-<;^^) -5- (i- W n^^i 
H-tfU^>-2-^>- 4 -<;V) KU§S?>, 2- (l-^p^Hf^ 
U 3»- 4— f -5- (l-^-lH-KUi»-2-t>-5 

--r;w tru^>, 2- (i-^n^;nf^u^>-4-<;u^» - 5 

- (I- (2-7MnifjW -lH-tfU^>-2-^->-4-^;W tfU 

5^>, 2- (i-5>^D^>^;ptf^u>?>-4— r;^^» -5- {i- 

H-t!U^>- 2 -*>-5— f;W KU5», 2- (1 -S^D^Uf^y 
s»-4 — -r;^^^) -5- {1- (2-7MnxfJW -lH-tf>JS?> 
-2-*>- 5 — f;W KUS?>, 2- (l-~>^py^tf^U^>-4-^ 
JW+S') -5- {1- (2-7MDXh^>-lH-eijy>- 2 -t>- 
(M hfU^>, 2- (l-^P^;Hf^U^>-4— t)V**V) - 

5- {l- (2 - 7;^di^- i h - k u - 2 - t> - 4 r;w try 
e?>, 2- (i-^p^;nf^u^>-4-^;i,^» -5- (s-*p 

D-l-^^-lH-tfU^>-2-^>- 5 -^;U) tfU^X 2- (l- 

^D^;nf^u^>-4-<;i,^» -5- u-x^-iH-tru^ 
>-2-*>-5— eus», 2- (i--<yypt!;nf^u^>-4- 

-f 50 _ 5 _ (l-x^-lH-tr»j^>-2-^>-5-<^) tfU 
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-IS^ (V I ) 





(ii-D 
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5£ (I I I) 



on) 

Met — Y 1p (XI) 

Me tte-m&jtemm&mm^&^i^ yip & (i v> 



f 

N 

(V) 

S£?kU q x zyyym, kh'n^v'S, (Mfg^T;WP 
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^W45£ (v-d 



f&) , 5 lo^fa 7 U -;HX«llAra 7 U T:S£n3 

1 1 1) 



Xi, X2, X3, m> ri M?Yip ««ffB(D^^Wf§] 
Z>4k-&m, &3^fcJ\ — ASS; (ix) 




(V-1) 
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Y 1 P 




*fc**£U mMfc^D^^^T^cii^ckD, (1-2) 



[5£*> Xi, X2, X3 ( m, RROTttt&SB<Djt*^Wr-&] T^StlS^ 
— (1-3) 



L 2 Ta*n*«»ai4:l,Ttt, MIBS; (VI) t (VII) 
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^ (v i ) T*sn*fl:^*fc-»sc (vii) T*an*fl5**t 

(X) (Dl^MzMVX, ik&® (VI I) $0. 5 ^1/752 5^ 
;k $?£b<te0. 7^;PftM3^;t//B^Tfr:b:ft.5, 

r-l>9** (hu^x-;v3jNX^>r » a^^a (o) , ^5*>a (i i) 
X-trr-K tfx (h'J7i^M7 7>f » (I D^ptJH, [i, 

1' -tf^ (i?7irM77^/) ^ocD-fe>] /^>^A (I I) y/7D'J 

^>if>, h;uxx ^>kX «ft^^l/>, ^dp^jk SMh^X* 
2 0 0^§, 

EfcBfrWtt, 3 0 #RB72rS 7 H M, b < « 3 ^W7515 2 B MTf&S. 

sttsotffiitbTH a*, (vi) Tasnsft^i^fc 

lt&® (1-2) Xtt (1-3) OM«ftttin!:t*«T*5. 
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Z(D£5\Z LTf^n^^itfSft^ (1-2) Xfct (1-3) « % & 

aoammmt. mi, Mraas, mum. nvt®. mumtu, ?a 
tm& (vi), (vii), ( i x> xia (x) T?**n*-fb^» tt , 

ays, -fsy«, kh-n^s, %ju#*3sa& % **y*, tifrtf-jvmz, 

m\ Rfomzmmmikm*&£-rz>z m»o*a • 

± \zmm<D*m, znizm ctt&xtzzn *> t^mt c t 

-5>*}*3r5"S>S?;Wk o--hD^>i?;n, p--hn^>s?;ps, ^> 
UAHhU^^UME, t e r t -^^^^^;p^u;1/S^od^t;^ 
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frx)v*-)\&mimtT*>tu mzr±^)m, *>*M)m\ tert-^ 

rtHD^ySo^isj turn *©*ieft*-r*'b©T*nj4»fciB3e 
s*ifcn#, «Atf>^ x^s, ^nifM, -ryyatf;^ ter 

t - ?7Mm<DBSCTn&K& ; « h g ^ y t e r t - 

r t - y^)mm<Dimr)^)m ; mamt 2 , 2 , 2 - mj * 0 di?w 
n«*fcii€sn&v^, mtfx^>^-, k bv*ru>**-M 

M^2. 

-flasS (X) 
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Met 




fc-&«j£-«35 (XI) 

L 2 — Y 1 P (XI) 

T, — «SC (XII) 



(XII) 

[55+, Xi, X*, X3, m, Ri RTJtyip «t«|B©lc5|c^W-r§] 

— #55 (XIII) 



(XIII) 

[55+, Xi, X2, X», ml, nMYip tt«&8B0DjSi**Wr«] T^$n 
Ste^^U BffM^«kO#0S^5fe-rsil^icJ;t), -fl£55 (1-2) 



fcs^te, — jft^c (i-3) 
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[3£+, Xi, X2, X3, mi, n&ZSY\*Biffl<DMm*m? 53 T!*£*i*<fb 

^ ( i x) -e&istiz{t&mii-ti£& (x) T*sns^-&*i©Rj5Ktt, as, 

it^m (IX) ©l*;HC*TbT, (X) £0. 5*^7555^, 

5rhr7*X (hij7x-j^7^» (0) , (I I) 

T-fe^-K b'x (h'J7i-;^7^»n7m(I I) ^ny K, [i, 
1' -fc?X ('77i^WX7^y) ^xn-fe>] A°^v?>7A (I I) $?^du 

^>i£>, b;ux>, *^>, mt*J-v>, ^DD*M, >>*h3->x^ 

sjMgm, as, iiTiM^fcfflv^ii©^, $?*b<«2 ot:7!>M 

2 0 0TO§. 

MJWPalte, aS, 3 0»M75a7HB,ff*L<tt3l»n7552BMT**. 

%mmm<DmmmtVT\z, as, -*sc (ix) *p«*n*-fl5^»i^fc 
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(x) TUsn-sft^ftii, 

1) -*5S (VI) T«$n4fls^*tfiR7Wl^lt0©fi:, 

2) -*5* (vi) Taisnafc^tfiRT^^Mt^bfca, ^sa 

3) -«5* (VI) T*£tt«fcM&ftKa&T, t?X (MJffiRT 
— (XIV) 



(XIV) 

ess*, &mm,$mmfemizmci xmznzfc&wt, — ^ (xv) 

W 1 OH (XV) 

[5S*K Wi teTfBsS (I I— p) 





(Il-P) 
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IT (9 H 2)m1 



, \^(CH 2 ) n 
(III) 

5 (XVI) 



io «— (xv id 

R 1 (XVII) 



i5 tt*. #ffi#ttMiBtrajft«§^*r] T&snsfb^&ssKg-r* 

#»Wfc«*flJ&ttTfc£— «5£ ( I ) , ( I - 2) Xfc* ( I - 3) (Dfc&m*. 






(i) 
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io ;w#n**>x;i/*>»ift, x*>7>)v*>wtm&<D{&mT)w\,x)],&>wt 

4ft;7^;VK4ft, ^A^il, £x>»*ft, MSIfcift, S^^ift, TWr>» 

k hfcX^ $ > 3 ^#$3- Hf S c DN [WWWO0 0/ 
3 9 164tTOf#i] %I^^-pCR2. 1, pEFlx K>tf 
25 bP^x>a«) WpCI-neo C/n^tfftgg) fc*D-x>^bfco ft 

• 7#-7^- • • x>x • ^ • if . a-^-r^-y H • • * 

y-T^U* (Proceedings of the national a 
cademy of sciences of the united sta 
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t e s of Ame rica), 8 4#, 7 4 1 31 (1 9 8 7$0 #KS] § 
ffilr>T1&£IM&, HEK2 9 3MCHO-K1 (7^U*>-^^.^ 

fee 

0, 0 0 0 c pmc [3 h] N-a-me t hy 1 h i s t ami ne (NEN 
*fc«) tfblZ, Ty±^mm (5 0mM Tr i sflU, pH7. 4) * 

i§Lfco 5 0mM TrisM, pH7. 4fcTife#t£, ^7X7^^- 
10 ±OttltfiH£«9R«^. fmwm&itl OfiM thioperamide 

(S I GAMtti) ^TTi^L, WN-a-me thylhistam 

i nett^fc^*«»flS-&i»©5 0XIH«Wtt (IC 6 o fit) (^EI/ 
• 77-73Dj;-(Mo lecular Pharmacology), 

5 5#, 1 1 0 11 (1 9 9 9^) M) . ^©fS*, 1 ©fc^<»© I C 

15 6oIIH5nMT$ofc. 

nM©R-me thylhistamine (fcX^ >T^~n^, v^ft^D, 
10 MM GDP (?7->X>7U*7\*=LV>m> ^V^ttM) , 2 0 0 pM 

20 [35S] GTPr S (^^^^HHUVfTtD^ T^v^ivfefcft) , 
SPAiSKWheatgerm agglutinin SPA beads, 
TV^A&lg) tt*>fc, Tyfe-flMHK (5 OmMh'JXim 10 0m 
M NaCl, 5mM MgCl 2 , pH7. 4) ^9 6>i7xM^^ 
-h (/1y#-Fft) fc&^T, 2 5*C, 3 I^W^>^3.^— > 3 >U 3, 0 

25 OOrpmTM, by^^Vh (Ay Kft) KlTJSte 

I^lilOttM GTPr S(ymi)#tT«L, #^|$ [85 S ] G 
TPrS^W5M^©5 0KB#*K (IC 60 I) fcfcfcfc [yu 
T^f yS/a ■ 5?t-t;p • . 77-^3nS?- (British Jour 
nal of Pharmacology), 135t, 3 8 31 (2 0 0 2^) 
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mmmm^ 


IC50(nM) 


mmmi 


1.9 


3116011 1 


1.2 




1.4 




1.3 


HS£flj60 


1.2 




0.45 


HM68 


1.4 



hy 1 h i s t ami ne (k7^$>7tn^) ®^^7J^Pl$bfe 0 



13 (bX^ $>3^#M^7rf-^K ^^ R - n! - m ^ f Mr 
1 h i s t am i n e teX^tm2ft**** nK*rT*ttmm^ 

**$>-*Ss5i»imT (74Rtfnmg/kg«KWl|iia4) , ^ 
ttSD^ls (7-1 2 0 0-3 0 0 g) Off 3 

«*ff^T«fe«f-f (2 6^, Ml 1mm) ^A, «** 

US?>7?®f£ bfe 0 ^ K*^- U<D^(D&MU bregmaiD^2. 
2 mm, iE^HLfc, WHHftiTJjp^a mmiLfc. 

R-a-me thy 1 h i s t amine (0. 3 tt g/l, L /hea 
d, 30 % propylene glycol tt)$ff3ffffft£&# 

bfeo o. 5 %*^)v±)vu~x*mmzmmvtc.&mk&®*R- a ~ me 

thylhi s tamineS4®2HriWn^U R-a-me thy 
1 h i s t ami ne^^i^^ 7 j ca ^ M ^ u ^ o 

*»W©ns^tt»3JB»rtlCiB!4FL*:R-a-me thylhi 
s t ami ne i Omg/kgTftl^JL^ 
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0 



5 



-WtUcSDiHt77h (7-10I», 2 0 0-4 0 0 g) fc__ 

«IM^6»10 0tfL*Wib&. jfiL««2|^tt (4-C, 6 0 0 0Qft 1 

^ «#U -2 0-CteT2 0»«iWlbfcft *<C>a*| (4-C, 10, 0 0 
0 0ft 10M Lfc. ±^LC/MS/MSCTMU ttftttSfttfcfc: 

*©l*ft ^l®mtt£«4W|«5 3X, i^^5. 3 ^ n 

mis cm/iBWMM^gtttt^ 

SDfcHtt^h (7-iOli, 2 0 0-40 0 g) fc» M §lPX 

»w*«^T^Mibfc. *<DM«4tftettnu mmmsoG&ttmmmiz 

1 mLftWttfc 5 0 - 1 0 0 m L ©W*H**aBfcbfcft HfcfcffiUfc. 
*tttm*B6»» (4«C, 6 0 0 013ft 10M Wc«C3M© 

x*y-* (MWMMt«M) *in*Tifi#bfc. WWtt2mL©**iD 

12, OOOg, 1 0^1) U ±»*LC/MS/MSteTMU ***** 

*MU®fc6*& (10mg/kg) *2*MtdKft 

iftme. 1 8nmo 1/ B , HfflttJft*9ftft0. 12 8/tM, ifiUfc*iii&0. 5 
4 (iM^Lfc, 

-*s$ (i) Tt^ns^ft «DXtt*«DWte»^-r«ct*tT#, 
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HUXAMF, ttttftM**, UAWKmr, «itm 

5 Agaro^ WMtmfcmommmxmA* 

mmmm, :m **. M , ^ &* 

mmmw. mmmm, mnmn. m^mw, t**a* ^t*» tt , mra* 
io ^^ch^a^^-r^o 



20 
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jMmu tv^o ) tm^t>^xmmr^z.t^x^^ 0 frfrzmimz. m 

nmznv. m^-or^mtvx. mm\z. mrcmm^z^vxh^ 

^ffi^j©s#«tt, mm±m^*>nx^%>®j*mizm'rtite£< > 
&* &^;i/-K Mfr&ttmiz&vmMMiR'tzzitibtxitz. wmm 

**IB0ft^(lt#«iiai fc«WfcbT# 6 ft* 2 @©g^J©ng--g 
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25 



10 ±|H RK^i^ft^j tuxtt, MA«1) #V?*/>m (glitazon 
es) [«*.W^4fiJ*V> (ciglitazone), (d 
arglitazone), x>/fy^/> ( e n g 1 i t a z o n e) , -ftf 
ff\)^jy (i s ag 1 i t azone) (MCC- 5 5 5) «] , fcf^U* 
s /> (Pioglitazone), n^'J^/> (rosiglitazo 
ne) , hD^U^/> (troglitazone), BRL4 9 6 5 3, C 
LX-0 9 2 1, 5-BTZD, GW-0 2 0 7, LG-1 0 0 64 1, LY- 
3 0 0 5 1 2«OPPAR T 7^h;2) *h**S> (me t form i 
n) , :/*;l^> (buformin) , 7x>*^S> (phenf ormi 
n)m<D^T^ m ; 3)^D^>^P^»^7r^-if- 1 BB&ffl ; 
4) r-feh^^ Hl ^ D ;^D/^ H, ^7b^ (diabinese) " 
^y*>*?5P (g 1 i bene 1 ami de) , ^ijH^H (g 1 i p i z 
ide) , ^'J7'JH (glybur ide) , ^y* fcf U K (g 1 i me p i 
ride), ^U^^h* (gliclazide), ^U^>^H (g 1 i p 
en t i de) , ^U*F> (gi i qu i done) , ^ijy^SH (g 1 i 
sol amide), h^-tf-S. h\ h)V79S \*&<DX)V*-)VV VT ; 5) p 
/t^U=H (repagl inide) , WJrH (nateglinid 
e) •©pi^U^-H (meglitinides)i;6) 7tl)VX-x (a 
carbose) . X>^» (adipos ine) , *5^y#-* ( c a 
mi 8 1 ibose) , x^^.j^h (emiglitate), §//i JK 



15 



20 
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;Kmigl i tol) , #$n;*.-* (vogl ibose) % ^^ y> 
-Q(pradimicin-Q) >WW>(salbosUt . nK 
CKD-711, MDL-2 5, 6 7 3.MDL-7 3, 945,MOR14^ 
fl)«-^3^tFDWHa«; 7) r>*sx* yh (tenda 
5 mis tat) , hUX*7> (t res tat in) , A 1 3 8 8 8«0«- 
7S?-tffi«|;8) U/^UUK (linogl iride) , A-416 
6W>^J>MW; 9) *n**5,* ( C 1 omoxi r) , i K 
(e t omox i r) ^©JHf IMUtfldM*! ; 1 0) (m 
idagl izole) , <^UMl, (1 sag 1 idol e) , 5*U*U 

10 MKderigl idole) , W^Xidazoxan) , l5 
D*tf> (earoxan) , y)Vnu**> (f luparoxan) ^ODA 
2T>^=f-^ b ; id e** (biota), LP- 10 0, /A^tfF, 
insulin detemir, insul in lispro, insul 
in glarglne, -T U Lys-Pro — f >X U >, GL 

15 P-l (73-7) , GL P 1 75 F (7-36) *©*>XU 

12) JT-501, 7r^Uf^ (f argl i 
tazar) ^#*7!/U$>>5>*> : 13) CLX-0 9 4 0, GW- 1 5 
36, GW-1 9 2 9, GW-2 4 3 3, KRP-2 9 7, L-7 9 6 44 9, 

LR-9 0WSB2 1 9 9 9 4*©PP A Ro/ T 3R7^^ tf6n 
20 <5„ 

-LIB r^jfa^^j ibT ^ WjlLtf< 1} UU7k ?.VJU7s >% nu± 
^(coleseve 1 enO.a^^Kcol estipol), 

^XD^^^yr^Mlifc Colesti d*ft« 
* LoCho 1 e s tSfttt* Que s t r a nMti^omfl-MfcJM 
25 3M ; 2) y h;wt***> (a t o r v a s t a t i n) , -r*,t;w> ( i 
tavas tat in) , yjW^^> (fluvas tatin), DA* 

dovastatln), ^7;U^> (pravastatin), 
,J;U ^ ?> (r ivas tat in) , P^fXrosuvas ta 
tin), ^>;U^> (s imvas tat in) , ZD-4 5 2 2«OH 
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MG-CoAfi7C»*IM3r; 3) HMG- C o A^P1$^J ; 4) X±] — )V 
xx-x;K 0->h7rn-;k 7>^u—)V>f)Vn*sY, xif^^^ (ezet 
imibe) ^OZiI/X^P-;i/«Pl§^J ; 5) Tni^^ (avas i m i 
be), I7^>5^ (eflucimibe), KY - 5 0 5, SMP- 7 0 
9^7^nx>if<AA3l/7fD^7y;WiiSt?pj; 6) JTT 
7 0 5, h;i/-kh^try (torcetrapib), CP. 5 32632, BA 
Y- 63-2149, SC-591, S C- 7 9 5^©CETP£«lJ ; 7) X 



Di?;i/ (g emf i b r o z i 1 ) , GW- 7 6 4 7, BM- 1 7 0 7 44, L 
Y-5 1 8 6 7 4, y-fJVyZWtmmft (flAtfA t r om i d&ftm. L 
op i dli®^, Tr i c o rSftjflffif) ^©PPARaT^-Xh ; 1 0) 
GW-4 0 64, SR-10391 2^©FXRl/-fe^-T>^zf~^ h ; 1 
1) GW3 9 6 5, T9 0 1 3 1 3 7, XTCO- 1 7 9 6 2 8f ©LXRl/t 
7*-yzt=.Xh ;12) ^T-»^©U^yn^>^piS^j ; i 3 ) U 



WM; 15) BARAl 453, SC435, P HA 384640, S-435, 

azd7 7 o Qm^mnmn^mmm ; 1 6) gws o i 5 1 6, gws 9 0 

7 3 5^©P PAR 6 T3~Xh ; 1 7) hU^UizU ; 1 8) L 

AB 6 8 7, CP 3 4 6 0 8 6^<Z)MTTP[fi#3lJ ; 1 9) MtU#^DT-< 
> ; 2 0) x^"7l/>X^e>^— tflfi^J ; 2 1) jftL/jN^SIfi^J ;22) 

mk- 5 9 1^©5 -vtf*isy±-ifm&fc?>/wm.wm mmtfznz. 

F, ^no7it$H, tFD7MDf7^K, <>^/UF (indap 
ami de) , k Hd^dd?7^H^7^H^ ; 7"^^H (bume t 
an i d e) , XlJ-^y-y^ (ethacrynic acid),^n-fe 
5h\ h)V±* H^;p-y^ 75P'J h\ hiJ7Afl/>f©thU9A^ 
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M; 2) 7t^hu-;v (acebutol o 1) , T5Vn--;k ^y*n- 
)V (betaxolol) , ^>hD-JV (bevantolol) , tfyy 
DD-;Kb isoprolol), *K>FD-^(bopl ndolol), 
*^*D-^ (carteolol), #;W^n-;p (c a r v e d i 1 o 
1) , tU^DD^ (eel iprolol) , xxtn^V (e smo 1 o 
1) , -f>5Vn-;p (indenolol) , **7uu-r)V (metapr 
olol) , tHD-^ (nadolol) , *fcf#D-;p ( n e b i v o 1 o 
1) , ^>^hD-;v (penbu tolol), tf>h*p-;K yn/Vn- 
;K V*D-;k ^hn^ (tertatolol) , ^UVn-;u (t 
i 1 i solol) , ftD^ojS-^Hl/tiJ^p^-.; 3) TAD 
3>t!> (ami odi pine) , T^-^t!> (aranidipine) , 
Tif;Pn^tf> (a z e 1 n i d i p i n e) , ;VV-W> (b a r n i d i 
Pine) , (benidipine), "^USW (bepr id 

i 1) , >^;i^fcf> (cinaldipine) , 9U\&\£> (c 1 e v i 
d i p i n e) , 5>;|^r*A (diltiazem), x*-^fcf> ( e f 0 
nidipine) , r7xDS>K> (f e lod ipine) , #UKS* (g 
al lop ami I), WS?K>(1 sr adip lne) , ^^tf>(l 
acidipine) , l^;i^tf> (leml ldipine) \ Wk*7X^ 
tfXl e r can i d i p ine)^M^>(n icardipine), 
>>!7x:2lf > (nifedipine), (n i 1 v a d i p i 

ne) , ~^fcf> (n imodep ine) , ->y;i^tf> (n i s o 1 d i 
Pine) , xM^fcf> (ni trendipine) , VX^fcf> (man 
idipine) , y^-^fcf> (pranidipine) , A^/ISUI, ( v 
e rap ami 1) ^©My^ft>WD^- ; 4) tm^VM 
%7h7VM SsWfVA, (cilazapril), 5*9 (d e 1 a 

pr i 1) , Xt?^U^ 7*W^U;P (f os inopr i 1) , 

PW^j;k *X*5ory* (mo ex i pr i 1) , (q 
uinapr i 1) , ^U^yh (quinapril), ( r 
amipr i 1) , ^y^y.jji, (per indopr i 1) , ^; >hW 
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U;i/ (p e r.i nd r op r i) , Tj-yjJU (q u a n i p r i 1 ) , X tf5 

(spirapril), y'/A^VJU (tenocapr i 1) , 
>Y?7V)V (trandolapri 1) , >/7x/^J^ (z o f enop 

r i i) m<D7>v*7->is>&mmmmwm; 5) t^hg^yh (oma 

p a t r i lat),* H^ithU^ (cadoxat r i KMJJk 
^^-^HhU;P (fosidotril), 1f>AMJ7 7 N (s amp a t r 
i 1 a t) , AVE 7 6 8 8, ER4 0 3 0 ^CD4'ftX> J^^^— ifmWM ; 
6) ^yir>^> (tezosentan) , A3 0 8 1 6 5, YM 62899 
^<DX>H>feU>T>^rf-Xh ; 7) hF7r^X ^D~i?X =»/*>^ 

;k -^-)VT)vu-)vm<Dfamwm\\ 8) #>:rif;^>, i^p^^ 

X -1)V^)V5>>, nir;i^>, ^MJ-;^> (pratosa.rtan), 
*V+r;i/#> (t a s o s a r t an) , ^)V^)V^ > ( t e 1 m i s a r t 
an) , A\1H*JI^>, EXP-3 13 7, F I 6 8 2 8K, RNH6 2 7 0^ 
07>^tf>i/>I I3£in;!t; 9) -y^^p— ;k 7D?yn-jK T^ex 
^n-;^© a /^T Hlx^-u >^p y^7- ; io) er^»>, ^t?>>;Ku 
r ap i d i 1) , HJ^»>, * 

7htf^;K -T>F^^>, WHI P 1 6 4, XEN0 1 0*©a l^Py*- ; 
1 1) D7x^> (1 o f ex i d i ne) , 9-7 *~V> (t i amen 
i d i ne) , ^y->?> (moxon i d i ne) , »J (r i 1 

men i d i n e) , ^7/^> (guanobenz) ^ODa 2Xrf~X h ; 
12) T^FXxDVga^RW^^W&tlS. 

±fB rMJE^J tUm «AHTl) A°D-fe^> (paroxetine), 
7)V**tt> (fluoxetine), ^x>^;U^$> (f en f 1 u r 
ami ne) , > (f luvoxamine) , ±)Vh^V> (s 

e r t r a 1 i ne) , ^$7°75>f (D5HT (tnN~» b?>X#—# 
-B1F5W; 2) GW3 2 0 6 5 9, ^>^5>, (tal sup 

ram) , / S 7i>y>f©;;Vx^7 U > h 7>*-#—9-mmm ; 3) 
U^A>h (Sanofi Synthelabo), S R- 147778 (S 
anofi Synthelabo), BAY- 6 5- 2 5 2 0 (/VTx;U) 
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10 



SLV-3 19 (V;W^) , to*USP5, 5 3 2, 2 3 7. US P 4 9 
7 3, 5 8 7. USPS, 0 1 3, 8 3 7. USPS, 0 8 1. 1 2 2. US P 
5, 1 1 2, 82 0. USPS, 2 9 2, 7 3 6. USPS, 6 2 4, 94 1, 
USP6, 0 2 8, 0 84, W09 6/3 3 1 S9, W098/33765 W 
09 8/43 6 3 6. W09 8/43 6 3 5. WOO 1/0 9 1 2 0. WO 0 1 
/9 6 3 3 0. WQ9 8/3 1 2 2 7. W09 8/4 1 5 1 9. WQ9 8/3 7 

06 1.WO00/10 96 7.WO00/10968.WO97/2907 9 
WO9 9/0 249 9. WO01/S 88 6 9. WO0 2/0 7 6 94 9 WO 
0 1/646 3 2. WOO 1/646 3 3, WOO 1/646 34, WOO 3/ 
0 0 6 0 0 7. WOO 3/0 0 78 8 7*^-658546,-^^ 
»*>S-Ky-f (CB-l) 7>«-x^>;,-„^ 

K ! 4) WOO 1/8 7 3 5 5. WOO 2/0 8 2 5 OWcKRfeMMo^ 
U>r>*:te*h : 5) W55H, 3- (lH<3W-*-4~f*) 
rOK * N " *-#*-K JD^ De ,S ( C lobe 

npropit), a-H7z>y D eyK -f^^D*.> 7l >, GT239 
5, A3 3 1 44 0. WO0 2/lS 9 0 5fcWRfc#ft. O- [3- (1H- 

W^Kl.„„n l D. et „., Pharmaz 

1«. 5 6:9 2 7-3 2 (J 00 1) , -t>^>W» ( S ,„ 

20 6 ' A - 6t •••• Arc h- Pharm. (Weinheim) 
3 34:4 5-5 2 (2 0 0 1) ) . BN- 7 i; M - W _ N (R e , 

demeister, S. at al. , Pharmazie. 55- 

83-6 (2ooo)). 7n*->yx>®m# (Sasse , A et a 

1- . J- Med. Chem. . 4 3 : 3 3 3 5-43 (2 0 0 0) ) « 
©tX*S> (H3) 7>«^h/<>„- w ^h; 6 ) T-226 
2 9 6 (Takeda) , SNP-7 9 4 1 (Synaptic) . fOISTO 
0 1/8 2 9 2 5, WOO 1/8 78 3 4, WO0 2/0 5 1 8 0 9. WO 0 2 
/0 6 24 5. WOO 2/0 7 6 9 2 9. WOO 2/0 7 6 947, WOO 2/ 
0443 3. WO0 2/5 1 8 0 9. WO0 2/0 8 3 1 34. WOO 2/0 9 



15 
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4 7 9 9, WO 0 3/0 040 2 7Rtf#H2 0 0 1-2 2 6 2 6 9*£M*<Z> 
ft^0MCH-lR7>^^h; 7) MCH-2R7^h/J>^ 

rfxxh ; 8) 3-^dd-5- (i- (6- [2- (5 -x^;i,- 4 -*=p;p 

-^7*/— ;p-2 — r;w -x^;n -4-wj-^-4 — r;p-fc?u> 5 > 

BIBP 3 2 2 6, BIBO3 3 04, LY- 357897, CP-67190 

6, GI-26487 9^©iUSP 6 0 01836, WO 96/14307, 
WO 01/2 3387, WO 99/51600, WO 01/8 5690, WOO 

1/8 5 0 9 8, WOO 1/8 5 1 7 3 ROTO 0 1/8 9 5 2 8Cgi^^ 
f0NPY17>^^h; 9) 1 5 2 8 0 4, GW-5 6 9 1 8 0A, GW 
-594884 A, GW- 5 8 7 0 8 1 X, GW- 5 4 8118 X, FR235, 

2 0 8, FR2 2 6 9 2 8, FR24 0 6 6 2, FR2 5 2 3 8 4, 1 2 2 9U 
91, GI-2 6 4 8 7 9A, CGP 7 1 6 8 3A, LY-3 7 7 8 9 7, LY 

3 6 6 3 7 7, PD-1 6 0 1 7 0, SR- 120562 A, SR-12081 
9 A, JCF-10 4, H409/2 2, f©iUSP6, 1 4 0, 3 5 4, U 
SP6, 191, 160, US P 6 , 2 5 8, 8 3 7, USP6, 313, 29 
8, USP6, 3 3 7, 3 3 2, USP 6, 3 2 9, 3 9 5,USP3 4 0, 6 
83, USP 6, 3 2 6, 3 7 5, US P 6, 3 2 9, 3 9 5, USP 6, 33 

7, 332, USP6, 335, 345, EP-01010691, EP-01 
044970, WO 97/19682, WO 97/20820, WO 97/20 
821, WO 97/20. 8 22, WO 97/20823, WO 98/27063, 
WO 00/107409, WO 00/185714, WO 0 0/ 185730, 
WO 00/64880, WOO 0/6 8197, WO 00/69849, WOO 
1/09120, WO 01/14376, WO 01/85714, WO 1/85 
730, WO 01/07409, WO 01/02379, WO 01/02379, 
WO 0 1/2 3 3 8 8, WO 01/2 3389, WO 01/4 4201, WOO 
1/62737, WO 01/62738, WO 01/09120, WO 02/2 
0488, WO 02/22592, WO 02/4 8152, WO 02/4 964 

8 , WO 02/094789 TkZfN o r m a n et al., J. Med. 
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Chem. 43:4288-43 1 2 (2000) \ZW^k(D{t^W<DN P 
Y57>*3=L*h : 1 0) kMW*^> (PEG-OB, Ho f fma 
n La Roche), ^^?t-;H/^> (7A^» f ©l/^?> ; 
11) US P 5, 5 5 2, 5 2 4, USP 5, 5 5 2, 5 2 3, USP5, 55 
5 2, 5 2 2, USP 5, 5 2 1, 2 8 3 , WO 9 6/2 3 5 1 3 , WO 9 6/2 
3 5 14, WO 9 6/2 3515, WO 9 6/23516, WO 96/2351 
7, W0 9 6/2 3 5 1 8, WO 96/23519 RlXWO 96/23520 
mmMW*<DU'77>mmt ; 12) t^7i> (RevezlMI) , 
3-*h**/±)),hU*V>, ±U^V>, ^JlhU^V>, WOO 0/2 15 
10 O9 0HSft^||JotW HT>^rf-Xh ; 1 3)SB-3 348 6 7A, 
^■©ffiWOO 1/96302, WO 01/68609, WO 02/51232, 
WOO 2/5 1 8 3 8RtfWO0 3/0 2 3 5 6 1 fc«wft^WIOt-l/*S/ 
»^rfn^h; 14) #>^>MW**^-f^3y=fr:xh; 15) AR 
-R15849, GI-181771, JMV- 180, A- 71378, A- 
15 7 1 6 2 3, SR-146 13 1, *©ffijU S P - 5 7 3 9 1 0 6 £H**fb<&fe 
^3^h^-> A (CCK-A) TrfnXh; 16) GI-181771 
(Glaxo- Smi thKl ine) , SR146131 (Sanofi S 
yn t he 1 a bo) , ^tf>^ p (butabindide) , PD17 
0, 2 9 2, PD1 4 9 1 64 (7 7 -f If-) f G9CNTF (ciliary n 
20 eurotrophic factors) ; 17) axokine (Rege 
ne r on) , ^©iWO9 4/0 9134, WO 9 8/22128, WO 99 
/4 3 8 1 3\zm7jk<Dik&Wm.<DCNTFMm&; 1 8) NN7 0 3, 
U> (hexarel in) , MK-0 677, SM- 130686, CP-4 
2 4, 391, L-6 9 2, 429, L-163, 255, USP635895 
.25 1, 7/W#t/fffiIS^2 0 0 2/04 9 1 9 6, 1^2 0 0 2/0 2 2 6 3 
7, WOO 1/5 6 5 9 2, WO 0 2 / 3 2 8 8 8 (CRW«««®^ 
=e>&m&m*7X-X b ; 19) BVT9 3 3, DPCA3 7 2 1 5, IK2 
6 4, PNU2 2 3 9 4, WAY 1 6 1503, R-1065, YM348, * 
® iUSP3 - 914, 2 5 0,WO0 2/3 6 5 9 6, WO0 2/4 8 1 2 4, 
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WO 02/10169, WO 01/66548, WO 02/4 4152, WOO 
2/51844, WO 02/4 045 6RtfWO0 2/4 0 4 5 7 \ZM^<D^ 
«l«OtD h->l/t^-2 C7^-7 h ; 2 0) ^7;W>3g§ft7 
rf-X h; 21) CHIR86036 (Chiron) , ME -10142, M 
5 E - 1 0 1 4 5 (Melacure), -eoiWO 99/64002, WO 0 0 
/ 7 4 6 7 9 , WO 01/991752, WO 01/74844, WO 01/7 
0708, WO 01/70337, WO 01/91752, WO 02/0590 
95, WO 02/059107, WO 02/059108, WO 02/0591 
17, WO 02/12166, WO 0 2/ 11715, WO 02/12178, 

10 WO 02/15909, WO 02/068387, WO 02/068388, W 
002/067869, WO 03/00794 9M?WO0 3/009847 \Z 
m^(D^mm<D^^yu)V^-y4^^r^-^ h ; 22) *s7~h7^> (m 
e r i d i a&mm&/R educt i 1 £@j&80 R^O^ ^-ODffiUS P 
4, 7 4 6, 6 8 0, US P 4, 8 0 6, 5 7 0, USP 5, 4 3 6, 2 7 2, 

15 7^'J*#^ttlIf ^2 0 0 2/0 0 0 6 9 6 4, WOO 1/2 7 0 6 8W 

woo i/6 2 3 4 iizM™offimfcm<D*;7=i>nmm.WM; 23) ^ 

^7x.>7)V^S.> (dexfenf luramine) , 7)V^rV^> ( f 1 
uoxet ine) , f©iUSP 6, 3 6 5, 6 3 3 , WO 0 1 / 2 7 0 6 0 

mswoo 1/16234 wzm^-^u v—>w&K)&3mmm ; 2 4) >f)v 

20 ti 3 >Wi^7°?- Hi (glucagon-1 ike peptidel) 7^- 
7s H ; 2 5) hbf^^-h (To p i r am a t e) (To p imaxlW) ; 
2 6) 7 4 h7r-&4k&M5 7 (phytopharm) W%.\*. CP 6 4 
4, 6 7 3) ; 27) 7tf;PCoAAM+>'7-"t?2 (AC C 2) PIW^J ; 
2 8) AD 9 6 7 7/TAK6 7 7 (*B*«i/«EB3Kft) , CL-3 1 6, 

25 2 4 3, SB4 1 8 7 9 0, BRL-3 7 3 44, L- 7 9 6 5 6 8, BMS — 
1 9 6 0 8 5, BRL-3 5 1 3 5A, CGP12177A, BTA-2 4 3, 
W4 27353, M/AHij>( Tr ecadrine), ZenecaD71 
14,SR59119A, *t(DmJ SP5705515,USP5451677, 
WOO 1/7 4 7 8 2 TkXPNO 0 2/3 2 8 9 7, tM*^*<p<!)j37Hi/t 
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'J>^-37^h; 29) ^7^ijtD-jI/7^h7>77x 
7— Iflffi*^; 30) ^7'>;^U-feD-;i/T^;Ph^>X7x7-i?2|a$ 
»l ; 3 1) *;i/^-> (Cerulenin) , C7 5 «®J&im^j$£«ffl ; 
3 2) ft7^'JX ^>h^>7^I/> (pentoxifylline), 
5 irVU^XMz ap r i na s t), ^;W5*«-f ;i/(s ildenaf il), 
75Uy> (amr i ft one) , 5;i/'jy> (milrinone), 
^H(cilostamide), Ptf^7A (rolipr am) , Rtf*/ 
n577h (cilomilast) *«D*X*5?XXT7-lfa«W ; 3 2) 
KB -2611 (KaroBi oBMS) , ^©iWOO 2/1 5 84 5, 

10 2000-256190 ti^©{^#|^©^ P< F*;Hr> 0 Trf-X h ; 
3 3) r7-f*=>Mfc, 4 - [ (E) -2 - (5, 6, 7, 8-rh7tFn-5, 
5, 8, 8 - r h7^^- 2 - 7-7^1/-JW - 1 - 7°n^~;i,] gift (T 
TNPB) , UFS-iyirm (retinoic acid), ^0iWO9 9 
/0 0 1 2 Z\zm7K<D<t<&mm<D7 J 2m (Phytanic aci 

15 d) ;3 4)tW;HXhDX*oidel Mar-Grasa, M. 
et a 1 . , Obesity Research, 9:202-9 (2 
0 0 1) \zmm<Dik'&m^(D7>')Vtt hu?> ; 3 5) ^33;i^3>f ft 
>^-Xh; 36) BVT3498, BVT2733, ^0ffiWOOl/9O 
0 9 1, WOO 1/90 0 9 0, WOO 1/9 0 0 9 2 \zm^it^mm(0 1 1- 



ide) , ZtU>tfDU^H (valine pyrrol idide) , NV 
P-DPP 7 2 8, AF 2 3 7, P 9 3/0 1, TSL 2 2 5, TMC-2A/ 
25 2B/2C, FE 9 9 9 0 1 1, P9310/K3 6 4, VIP0177, SD 
Z2 74-444, f0iWOO3/OO449 8, WO0 3/0 0 44 9 6, 
EP1258476, WO 0 2/083128, WO 02/0 62764, WO 
03/0 0 0250, WO 0 3/ 002530, WO 03/002531, WO 
03/002553, WO 03/002593, WO 03/00018 ORtfW 
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003/000181 izm^<Dit^m^(D^^^)] / ^'f^-y— if I VIM 
$J ; 3 9) fh7tHDU^> (orlistat/Xenica 1 Sftlft 
ffi) , Tr i t onWRl 3 3 9, RHC 8 0 2 6 7, 'J^^fX ^Ttf-jJ* 
(tea saponin), ^X^l^^iJ 7^V)l7frX7^~- h (d 
5 iethylumbelliferyl p h o s p h a t e ), F L - 3 8 6 , 
WAY- 1 2 1 8 9 8, Bay-N-3 1 76, A*U^#h> (v a 1 i lac 
tone) , IXt7-» (esteracin) , X^^7 h>A (e b e 1 
a c t o n e A) , x^^^7 h>B (ebelactoneB) , RHC80 
2 6 7, f©iWO0 1/7 7 0 94> US P 4, 5 9 8, 0 8 9, USP4, 
10 452, 813, USP5, 512, 565, USP5, 391, 571, US 
P 5, 6 0 2, 1 5 1, USP4, 40 5, 644, US P 4, 1 8 9, 4 3 8 
Rtf U SP4, 242, 453 \Ztom<D{t&tom<D U A°— t?|£^J ; 3 9 ) J£j» 
mh7>Xtf—5r—mmM; 4 0) »^>l/-hh7>^Sf^J; 
4 1) M/3-*h9>X#-*HH*H; 4 2) *x:7;n- h h^>x#-^ 

15 -awiMf*s*Kf6na. 

25 £K>m-&z>&, -mzma^com^ mxi B*&t>, 0. oi~ioomg 

/kg, $?3;L<te0. 0 3-lmg/kg£l~&®£#ttT, ft 
0. 0 0 1~1 Omg/kg, $?£L<te0. 0 0 1-0. lmg 
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>smtz$immwm*®w> \z^m urns?- s ct^ts. 

^bT, 3 5 0 MmOT0«X«»0t ^Jtt§, ^t^J**^ 
10 §g»J 2 

nmis. m>xmmvxm&i 4 1 o^si 7 1 p.mv^tsvmm.mtvrco 
mmm 3 

15 mmm 2 tmrno^rnxmrnm^uvr^ zwrnmi 9 e ^^ltxtt 
u >^;p->^ a 3 n*mxxm.mim Lmm 1 0 mmomi^uvr^o 

mmm2(D^xm^nrcmmm9 omzMLxm^±^u~xi om^T, 
20 nizz/uy7V7zF>, it^mmtDv^AM^mmm^Mi^xm^^n 

mMM<Dmm?W?btf7y\t, ?U-h£l,XS ilicagel 6 OF 

246 (Merck) mmmtvxjjv^m^m^rco ^a/bv-u*^ 

tVXte, WakogelC-300 mytmM) ^^J^Afflv-U^y;!/ 
25 ilTH LC-SORB SP-B-ODS (Chemco) XttYMC-G 
EL ODS-AQ 12 0-S50 (lWffc^^0f) £/B^£ 0 YX^^ 
h;HAQu attroll (v-T ^ DT^ftM) £ffl(^TXl/^ hDX^W-f 
3->fb& (ESI) xm&lsfco 

T^vnMMtz&ttzm^vmmzMTiZTjk-ro 
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n-Bu: n-y^;i/g 
t - B u , t -y^-Jim : tert 
Me : 
5 E t : X^;i/S 
Ph : 7x-JVi 
i-Pr : -rv^Otf;i/S 
n-P r : n-;/Dtf;i/g 
CDC 1 3 : l^nn^A 
10 CD 3 OD : m*&S— )V 

DMSO-ds :M'2?*9')VZ>)Vtt*s\* 

s : >->^W h 

15 dd:^;WHh 
t : bV^Uy b 

b r : yu— b 
Q : *;Vt7 h 

20 J : %y7v>{rm&. 
H z : 'VUy 

HJSM1 



25 2- (l- ^D^>^Jl>K^U^>-4— fjk±±>0 -5- (4->777 

1) 2- (1 - t -?b3r$>%)V7$~JWVJ*?>-4 — r;i/^-» - 5 -y 
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2-^DD-5-^D^t;u$y> (3 0 0mg, 1. 5 6 mm o 1 ) CDDMF 
M (lOmL) \z, 1 - t -^h^->*;i/^-;u-4-b Hn^->tf^u> ? > 
(4 0 8mg, 2. 0 3mmol) , (7 6 4mg, 2. 3 4mm 

o 1) £2)D*_, MT14B$r«bfc. ^^W'TkSrjD*., 

bfc, M^> /I J*^7A^U , 7h^77^- (C- 3 0 0, : @£ 

mx^=l 0 : 1) TMStTS^fCj;^ mifcik&M (2 6 8mg, 4 8%) 

2) 2- (1 - t -^h^^;i/fc;i/tr^u> ? >-4— oittis) - 5 - (4 
2- (1 - t -^'h^^;i/^-;i/t!^u^>-4--f;i/^>') - 5 -^d^e 

K'J5S?> (14 9mg, 0. 42mrao 1) l:2-^h^> (2. Om 
L) Rtf, 2 NK«^- h U ^ AtK^ (0. 7mL) ^JpA, 4 — >7 

/^D>t (7 5. 2mg, 0. 5 lmmo 1) Rtf, ^b^X (h'j7iZ 
15 ;^7^f» (0) (lOmg, 0. 0 08 7mmol) 

JBE««bfc. ^^'J^M7A^n7h^77^- (C-3 0 0, 
>:»®X^=3 : 1) T»»r*J:£te.fc?K *GftS«tt (122mg, 7 
20 7%) £f#fco 

3) 2- (tf^U^>-4— f;^+>-) -5- (4-^>7/7i-;W t!U5 

2- (i - t -^b^->^;^n;i/t:^u> ? >-4 — r;w^-» -5- u- 

->7y :7:n~;i/) tfU==>>> (122mg, 0. 3 2mmol) (OWc^Vy 
25 &ft (2. OmL) fcttTh'J7MDM (1. 5mL) £in*., NMT2. 

Tmm?zz.ii\z&Y), umt&m oomg, 100%) 

4) 2- (tf^U^>-4--r;i/^5» -5- (4-y7;7i~;W tf U ^ 
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(46mg, 0. Hmmol) (3. OmL) fc^n 

^>^y> (0. 0 2 2mL)&7JC, o. 3N M->7/^Wb 
U*24M* (0. 5 5mL) *JoA, MLT, 1 4 W^Lfc. 

^£•#1 (5 0mg, 8 7%) £f#fc 0 

i HNMR (3 0 0MHz, CDC1 (5 p pm) : 1. 3 8- 1. 7 8 (6 
H, m) , l. 8 2-2. 0 4 (4H, m) , 2. 0 8-2. 2 1 (2H, m) , 
2. 3 2-2. 6 3 (3H, m) , 2. 7 4-2. 9 6 (2H, m) , 5. 07 
-5. 18 (1H, m) , 7. 62 (2H, d, J=8. 6Hz) , 7. 78 (1 
H, d, J = 8. 6Hz) , 8. 73 (2H, s) (ESI) : 

34 9 (M + H) 




2- (l--fV^Pt;^i) y>-4^ M ^) - 5 - (4->7;7.t. 

1 HNMR (3 0 0MHz, CDC1 3 , <5ppm) : 1. 10 (6H, d, J 
= 6. 5Hz), 1. 88-2. 05 (2H, m) , 2. 10-2. 23 (2H, 
m), 2. 43-2. 60 (2H, m) , 2. 75-2. 96 (3H, m), 5. 
0 8-5. 2 0 (1H, m) , 7. 64 (2H, d, J = 8. 5Hz) , 7. 7 
8 (2H, d, J = 8. 5Hz) , 8. 77 (2H, s) (E 
SI) : 3 2 3 (M + H) 

mmm3 
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KMX 



2- (i- ^p^>^;pfcfp»j^>-3--f;i,^-» -5- (4-*;w^ 

1) 2- ( 1 - t - ^ h^^M-Mfp u 3 - ^ ;^^) -5-7 
1- t -^h^>*;i/^-3-kHD*'>i;nijS?>t2-^on-5-^ 

2) 2- (1- t-^h^*;u#-;Hfnus?>-3— -f)l>ttis) -5-y 

10 3) , 4) £ra*fc^fcJ;DMfcjM&&#&. 

1 HNMR (4 0 0MHz, CDC1 <5 p pm) : 1. 34-1. 5 6 (4 

H, m) , 1. 5 7- 1. 6 7 (2H, m) , 1. 7 0- 1. 8 0 (2H, m) , 

I. 8 2- 1. 9 2 (1H, m) , 3. 10-3. 60 (6H, m) , 5. 35 
-5. 42 (1H, m) , 7. 41 ( 1 H, brs) , 7. 81 (2H, d, J 

15 =8. 4Hz) , 7. 96 (2H, d, J = 8. 4Hz) . 8. 04 ( 1 H, b 
rs) , 8. 9 7 (2H, s) (ESI) : 3 5 3 (M+H) 



20 2 - ( 1 D ^>^HD ij 3 -5- (4-3/7/ »7 
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10 



i HNMR (40 0MHz, CDC1 fippm ) . lm 46 -l. 90 (8 
H, m) , 2. 03-2. 13 (1H, m) , 2. 3 4-2. 4 5 (1H, m) , 
2. 5 2-2. 6 5 (1H, m) , 2. 7 1-2. 8 4 (3H, m) , 3. 2 2 

3. 34 (1H, m) , 5. 44-5. 51 ( 1 H, m) , 7. 62 ( 1 H, 
d. J = 8. 4Hz) , 7. 76 (2H, d, J = 8. 4Hz) , 8. 71 (2 
H, s) (ESI) :3 3 5 (M + H) 

ilM5 



CH 3 

, 2- (l-^D^v y ^, J g, > . 4 . m ^ ) f 

-1, 2 T 4-W^V-)V-5-^b) Z^jW K'J5?;v^ 

1 HNMR (3 0 0MHz, CDC1 6 p pm) : 1. 4 0-1. 8 3 (6 
H, m) , 1. 8 3-2. 2 5 (6H, m) , 2. 38-2. 71 (3H, m) , 
2. 50 (3H, s) , 2. 8 2-3. 0 0 (2H, m) , 5. 12-5. 30 
(1H, m) , 9. is (2H, s) ;7^h;V (ESI) : 3 3 0 (M 
+ H) 




-N 




2- (l-^p^y ^^^j^^^^ -s- U^yyy 
l) 2-^;p^d-5- C4-^y^x^;w tf»j 

2-^^D-5-yD^fcf U ^>i:4-^y^x-;^D>^ M ^ T ^ 

mi -2) tmm^mz^mmit^m^m^ 
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2) 2-yj^u-5- U-*s7;?x.-M KU3?> (5 6mg) ©DMF 
mm (3mL) C6 0 %*mit± V V (13mg) RtXl-^D^>^;p 
-4-fcKD3->fcf^U>?> (6 0rag) ^io^ 1 3 0tT7^f«U Co 

HVfrH^M PVh^77^-(C-3 0 0,^ dp^M : * * 9 : 

1) Tiit^iifcj;^ MOTS*****. 

* HNMR (3 0 0MHz, CDC1 „ dppm) : 1. 4 3-1. 7 2 (6 
H, m) , l. 81-1. 92 (4H, m) , 2. 11-2. 13 (2H, m) , 
10 2. 44-2. 6 6 (3H, m) , 2. 8 8-2. 9 5 (2H, m) , 5. 12 
-5. 19 (1H, m) , 6. 8 3 (1H, d, 1 = 8.. 6H2) , 7. 6 2 (2 
H, d, J = 8. 1Hz), 7. 7 2-7. 8 1 (3H, m) , 8. 3 7 ( 1 H, 
d, J = l. 9Hz) (ESI) : 3 48 (M+H) 

15 m, 



<K>~0 




2- (i-v^p^;i,tf^u^ v-4-^;^v) -5- (4^7Z2x 

1 HNMR (3 0 0MHz, DMSO-d 6pp m ) : 1. 5 3-1. 8 5 

(6H, m) , 1. 9 0-2. 0 9 (6H, m) , 2. 5 5 -2. 7 8 (3H, 
m) , 4. 9 5-5. 0 5 ( 1 H, m) , 7. 9 5 (4H, s) , 9. 0 1 (2 
H, s) (ESI) : 3 3 5 (M+H) 



25 mmm 8 



2- (l-^>^a^->;i,tf^»;e;>-.4-^;i / ^. >) -5- (4 -, >7 ; 7 
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i HNMR (3 0 0MHz, DMSO-d 6 , <5 p pm) : 1. 15-1. 2 9 
(6H, m) , 1. 6 0- 1. 8 3 (6H, m) , 1. 9 7-2. 0 9 (2H, 
m), 2. 25-2. 53 (3H, m), 2. 77-2. 89 (2H, m), 4. 
9 5- 5. 0 5 (1H, m) , 7. 96 (2H, s) , 9. 02 (2H, s) ; 
TX^hJI/ (ESI) : 3 6 3 (M + H) 

MMM9 

2- (i-->^pyptf;i/fcf^u> ? >-4— r;v^-» -5- (4->?;7 

i HNMR (3 0 0MHz, DMSO-d 6 , <5ppm) : 0. 2 8-0. 3 2 

(2H, m) , 0. 3 9-0. 4 7 (2H, m) , 1. 6 0- 1. 7 3 (3H, 
m), 1. 92-2. 0 4 (2 H, m) , 2. 38-2. 52 (2H, m) , 2. 
7 9-2. 9 0 (2H, m) , 4. 9 8- 5. 0 9 ( 1 H, m) , 7. 96 (4 
H, s), 9. 0 1 (2H, s) ; 7X^MKESI) : 321 (M+H) 

mmm 1 o 

2- (l-X ^;i/br^U^>- 4 —r;l/^f» -5- (4->777x-Jl/) 

i HNMR (3 0 0MHz, DMSO-d <5 p pm) : 1 . 0 0 ( 3 H, t , 
J = 7. 2Hz) , 1. 6 4-1. 7 6 (2H, m) , 1. 9 6 -2. 0 8 (2 
H, m) , 2. 12-2. 24 (2H, m) , 2. 34 (2H, d, J = 7. 2 
Hz) , 2. 6 9-2. 8 0 (2H, m) , 4. 9 6-5. 0 8 ( 1 H, m) , 



WO 2005/007644 



123 



PCT/JP2004/009272 



7. 96 (4H, s) , 9. 01 (2H, s) ; 777^ hJV (ESI) :3 
0 9 (M+H) 

mmm 1 1 




2- (l-^p^>^;u^ u^>- 4 -^;p^^) -5- f 4 - (Hnu 

1) 2- (i-^n^>5 t ;nf^u$?>-4-. f;u^^» 

2) 2- (l-^n^>^;Hf^U^>-4— r;i/^-» 
5> 5 >(176mg, 0. 5 4mmol) fcl, 2 h*X.&> (3. Om 
L) jca. 2NKIft^hU^A7K»« (1. OmL) £*n*., 4- (fcf 
n'je?>-l-^MM^) 7x-;^D>i(14 2mg, 0. 0. 65 
mmo 1) mS, erh^X (hU7x-MX7^» (0) (3 
Omg, 0. 0 2 6mmol) £in*., fiBfc*BMns 8 0'CT2 ONPWiftj^L/ 

U*y^7^D7h^77^- (C-2 0 0, ^nD*^:^^;-^ 
10:1) T«8nctfcJ:D, *flft*tt (13 Omg, 5 7%) 
i HNMR (3 0 0MHz, CDC1 8 , 6ppm) : 1. 3 5-2. 0 8 (1 
4H, m) , 2. 0 8 -2. 2 5 (2H, m) , 2. 3 5-2. 6 9 (2H, m) , 
2. 8 2-2. 9 8 (2H, m) , 3. 4 2-3. 5 3 (2H, m) , 3. 60 
-3. 72 (2H, m) , 5. 06-5. 18 ( 1 H, m) , 7. 55 (2H, 
d, J = 8. 3Hz) , 7. 64 (2H, d, J = 8. 3Hz) , 8. 71 (2 
H, s) (ESI) :42 1 (M+H) 
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mmm 1 2 

H3C 

2- (l-->^P^>5P;|/fc^U^>-4-- Olttis) -5- {4- (3?*^ 

1 1 tPJ^(D^^J:D^'fb^&#75: 0 
1 HNMR (3 0 0MHz, CDC1 3 , (5ppm) : 1. 4 5-2. 7 2 (1 
5H, m), 2. 85-2. 99 (1H, m) , 3. 04 (3H, brs), 3. 
14 (3 H, brs), 5. 08-5. 22 ( 1 H, m) , 7. 51-7. 62 
(4H, m) , 8. 7 2 (2H, s) ; Y^X^i' h)V (ESI) : 3 9 5 (M 
+ H) 



mrnm 1 3 




2- (l-^P^>5P;l^ ^U^>-4-- t)V**rV) -5- (4- 

1 HNMR (300MHz, CDC1 3 , 5ppm) : 1. 3 5-1. 8 1 (6 
H, m), 1. 82-2. 22 (6H, m), 2. 29-2. 65 (3H,m), 
2. 8 2-2. 9 8 (2H, m) , 3. 3 7- 3. 9 9 (8H, m) , 5. 05 
-5. 18 (1H, m) , 7. 53 (2H, d, J = 8. 2Hz) , 7. 57 (2 
H, d, J = 8. 2Hz), 8. 7 1 (2H, s) ; h)V (ESI) : 

4 3 7 (M+H) 



MM 1 4 
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2- (l~S/»P^>^Jl/^i) y>-4--^Jl/^$/) -5- {4- Czxy 

i HNMR (4 0 0MHz, CDC1 s . <5ppm) : 1. 5 0-1. 8 0 (6 
H, m) , 1. 86-2. 07 (4H, m) , 2. 16-2. 28 (2H, m) , 
2. 5 2-2. 6 7 (3H, m) , 2. 89-3. 01 (2H, m) , 5. 02 
-5. 12 (lH.m), 6. 93-7. 00 (2H, m) , 7. 10-7. 1 
6 (2H, m) , 7. 3 0-7. 3 8 (2H, m) , 8. 2 7 (2H, s) ; T 
XWh^ (ESI) : 340 (M + H) 



mmm 1 5 




2- (1-->^p^>^;u^» j^>-4-^;i,^-» -5- {3-*7U- 
4 - ~>T / ^ a: ~ JVtf a >m.<DRt) X) \Z 3 - * / U =L)Vtf D >||£/B V^T^»J 

i HNMR (40 0MHz, CDC1 8 , <5 p pm) : 1. 3 6- 1. 7 7 (6 
H, m) , 1. 8 1-2. 0 4 (4H, m) , 2. 0 9-2. 2 1 (2H.ni), 
2. 3 3-2. 4 7 (2H, m) , 2. 50-2. 61 (1H, m) , 2. 84 
-2. 97 (2H, m) , 5. 05-5. 18 ( 1 H, m) , 7. 57-7. 6 
3 (1H, m) , 7. 7 1-7. 7 8 ( 1 H, m) , 7. 8 8 ( 1 H, d, J = 
8. 1Hz) , 8. 13 (1H, d, J = 8. 4Hz) , 8. 25 (1H, d, 
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3=2. 4Hz) , 8. 82 (2H, s) , 9. 07 (1H, d, J = 2. 4H 
z) ;YXWh^ (ESI) : 3 7 5 (M+H) 



mmm 1 6 



5 




2- (i-->^n^> ^;y^u^>-4—r;i/^^) -5- (5-^>Kn 
4 - *yy j 7 x d >gfc©ft;b 0 5 — 1 > y U a >g£ £ js v>Tg§»J 

10 i HNMR (40 0MHz, CDC1 3 , Sppm) : 1. 3 8-1. 8 0 (6 
H, m) , 1. 8 2-2. 0 6 (4H, m) . 2. 0 9-2. 2 3 (2H, m) , 
2. 33-2. 65 (3H, m), 2. 84-2. 99 (2H, m), 5. 05 
-5. 18 (1H, m) , 6, 61 (1H, s) , 7. 2 2-7. 3 6 (2H, 
m) , 7. 41-7. 55 (1H, m) , 7. 75 (1H, s) , 8. 35-8. 

15 4 3 (1H, m) , 8. 7 2 (2H, s) ;TXX^h;i/ (ESI) : 36 3 
(M + H) 

mmm 1 7 

o 

20 2- (l-->^Q^>^hr^U>?>-4— f;k3-=fc->) -5- (lH-tf'J^ 

2- (1 -5/^D^>^;nf^us^>-4 — 01^^) - s-^p^&tru^ 

> (1 3 Omg) tlH-true?>-2-*> (1 9mg) ©DMFil (5m 
L) £^m#Ut>A (4 Omg) RZS3^itm (4 Omg) ZJJQx., 15 0 
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10 



X*y-*-9 : 1) T^irT^fc^ (1 Img) 

i HNMR (3 0 0MHz, DMSO-d 6i 6ppm) : 1. 2 3-1. 8 4 

(10H, m) , 1. 9 5-2. 0 6 (2H, m) , 2. 18-2. 2 8 (2H, 
m) , 2. 4 0-2. 5 5 ( 1 H, m) , 2. 71-2. 82 (2H, m) , 4. 
9 0-5. 0 2 (1H, m) , 6. 36 (1H, t , J = 7. 0Hz) , 6. 5 
0 (1H, d, J = 9. 5Hz) , 7. 5 0-7. 5 9 (1H, m) , 7. 72 

(1H, dt, J = 2. 0, 7. 0Hz) , 8. 69 (2H, s) 
^ (ESI) : 3 4 1 (M + H) 



1 8 



20 




15 2- (l-S/»P^>^JUK^i ls?>-4-^^^) -5- (^tjj 

2- (i-^n^>^;Ptf^u^>-4--f;p^^) -s-yn^tru^^ 

i HNMR (3 0 0MHz, DMSO-d 6 , fippm) : 1. 2 0-2. 5 0 

(2 1H, m) , 2. 7 0-2. 8 6 (2H, m) , 3. 5 8-3. 6 4 (2H, 
m) , 4. 8 5-4. 9 8 ( 1 H, m) , 8. 5 3 (2H, s) ;7^^h 
)V (ESI) : 3 4 5 (M + H) 



25 mmm 1 9 
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15 




4 - 7 y y x - a >Hoftfe D K 8 - * y g D > m ^ v , xmm 

i HNMR (40 0MHz, CDC1 6p Pm ) : lm 38 _ L 76 (6 
H, m) , 1. 8 5-2. 0 5 <4H, m) , 2. 10-2. 19 (2H, m) , 
2. 3 4-2. 4 5 (2H, m) , 2. 4 9-2. 5 9 (1H, m) , 2. 83 
-2. 9 4 (2H, m) . 5. 10-5. 18 ( 1 H, m) , 7. 4 5 ( 1 H, 
10 dd, J = 4. 0, 8. 1Hz) , 7. 62 ( 1 H, dd, J = 7. 3, 8. 1 
Hz), 7. 72 (1H, dd, J = l. 5 , 7. 0Hz), 7. 86 ( 1 H, 
dd, J = l. 5, 8. 1Hz), 8. 21 (1H, d d, J = l. 8 , 8. 1 
Hz), 8. 86 (2H, s) , 8. 91 ( 1 H, dd, J = l. 8 , 4. 4H 
z) ; h)V (ES I) : 3 7 5 (M+H) 



20 



2 0 
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i HNMR (40 0MHz, CDC1 8 , 6ppm) : 1. 4 3- 1. 9 9 (1 
2H, m), 2. 06-2. 17 (2H, m), 2. 22-2. 32 (2H. m) , 
2. 3 9-2. 6 5 (3H, m) , 2. 8 3-2. 9 4 (2H, m) , 3. 19 
-3. 28 (2H, m) , 3. 34-3. 41 (2H, m) , 4. 94-5. 0 
5 2 (lH,m), 7. 2 5-7. 3 0 (lH.m), 7. 34-7. 4 0 (2H, 
m) , 7. 4 8-7. 54 (2H, m) , 8. 23 (2H, m) ; T**^ h 
)V (ESI) : 4 2 3 (M+H) 



2- (l-->^D^> ^h!^U>?>-4-<;^^-» -5- (2-*h**, 
4 - '>7;7i-Mn>t©^b V)\Z2-* h^ri'tfl) 5 — f ;i/#D > 

15 i HNMR (3 0 0MHz, CDC1 8 , (5 p pm) : 1. 46-1. 71 (6 
H, m) , 1. 8 5-2. 0 3 (4H, m) , 2. 14-2. 17 (2H, m) , 
2. 4 5-2. 6 2 (3H, m) , 2. 90-2. 91 (2H, m) , 2. 90 
-2. 91 (2H, m) , 3. 97 (3H, s) , 5. 10-5. 11 (1H, 
m) , 6. 85 (1H, d, J = 8. 6Hz), 7. 69 ( 1 H, dd, J = 2. 

20 6, 8. 6Hz) , 8. 30 ( 1 H, d, 1 = 2. 6Hz) , 8. 63 (2H, 
s) ;^X7,^h)V (ESI) : 3 5 5 (M+H) 



25 2 - (1 -->^D^>5P;Uhf^U>?>-4-- ± -5- 



mmm2 1 




mmm 2 2 
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i HNMR (4 0 0MHz, CDC1 3 , <5 p pm) : 1. 3 8- 1. 7 6 (6 
H, m) , 1. 8 4-2. 0 1 (4H, m) , 2. 0 7-2. 16 (2H, m) , 
2. 3 2-2. 44 (2H, m) , 2. 4 9-2. 5 9 ( 1 H, m) , 2. 82 
-2. 93 (2H, m) , 5. 03-5. 13 (1H, m) , 7. 43 (4H, 
s) , 8. 6 4 (2H, s) ; 7X7^ bJV (ES I) : 3 5 8 (M + H) 

mmm 2 3 

F 




2- (l->- ^D^>^;ubf^u^>-4-^;u^-» -5- (4-MJ7Jb 

i HNMR (4 0 0MHz, CDC1 3 , <5ppm) : 1. 3 9- 1. 7 6 (6 
H, m) , 1. 8 4-2. 0 3 (4H, m) , 2. 0 7-2. 19 (2H, m) , 
2. 33-2. 47 (2H, m), 2. 51-2. 61 ( 1 H, m) , 2. 83 
-2. 94 (2H, m) , 5. 05-5. 16 ( 1 H, m) , 7. 61 (2H, 
d, J = 8. 1Hz) , 7. 72 (2H, d, J = 8. 1Hz), 8. 70 (2 
H, s) (ESI) : 3 9 2 (M + H) 

^»J2 4 
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2- (l-~>^P^>^Jl/ H^Uy>-4-^;U^-» -5- 

» HNMR (4 0 0MHz, CDC1 <5 p pm) : 1. 3 6- 1. 7 6 (6 
H. m) , 1. 8 4-2. 0 1 (4H, m) , 2. 0 7-2. 17 (2H, m) , 
2. 3 1-2. 4 3 (2H, m) , 2. 4 9-2. 5 9 (1H, m) , 2. 83 
-2. 94 (2H, m) , 5. 06-5. 15 ( 1 H, m) , 7. 37-7. 4 
3 (lH,m) , 7. 7 8-7. 8 3 (lH.m), 8. 6 1-8. 6 6 (1H, 
m) , 8. 69 (2H, s) , 8. 7 5-8. 8 0 ( 1 H, m) ;^7,X^h 
^ (ESI) : 3 2 5 (M+H) 



mmm 2 5 




2- (l-->^P^>^;U^rj ^ > - 4 _^ Jb ^ $/) _ 5 _ (4 _^ Kd ^ v 

i HNMR (4 0 0MHz, CDC1 3 , 5ppm) : 1. 3 7- 1. 7 5 (6 
H, m) , l. 8 4-2. 0 0 (4H, m) , 2. 0 6-2. 1 6 (2H, m) , 
2. 3 2-2. 4 3 (2H, m) , 2. 4 9-2. 5 9 ( 1 H, m) , 2. 82 
-2. 93 (2H, m), 3 . 85 (3H, s), 5. 02-5. 10 (1H, 
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m) , 6. 99 (2H, d, J = 8. 8Hz) , 7. 42 (2H, d. J = 8. 
8Hz), 8. 63 (2H, s) ; 7XX^^7 h)V (ESI) : 3 5 4 (M + H) 



mmm2 6 



5 




2- (1 -->^P^>^;Vbf^U^>-4-- fJlttzs) -5- (2^S>2/Z2 

>-4-^r;i/) tfu^xpgia 

4->7;7i d >m©f^t» d \z >y ? ^ > - 4 — r p >m&m 

10 i HNMR (4 0 0MHz, CDC1 3 , 8 p pm) : 1. 3 8- 1. 77 (6 
H, m), 1. 85-2. 05 (4H, m) , 2. 11-2. 2 1 (1H, m) , 
2. 3 4-2. 4 6 (2H, m) , 2. 51-2. 61 ( 1 H, m) , 2. 86 
-2. 97 (2H, m) , 5. 10-5. 20 ( 1 H, m) , 7. 34-7. 6 
0 (5H, m), 7. 94-8. 00 (2H, m), 9. 04 (2H, s) ; *7 

15 XX^MP (ESI) : 4 14 (M + H) 



2 7 




2- (i -->^p^>^;nf^u^>-4 — r;p^-» -5- (2-->^p^ 
20 >^;M-^br u> ? >- 5 — r;i/) ifu^xpgBfi 

1) 2- (->^p^>^;vtf^u^>_4-^;p^^) _ 5 _ (2-^>^;j, 

2-^>>?;i/^i>-5- (4, 4, 5, 3, 2-^ 

^r+h#P^>-2--r;i/) tfUS?>KZ*2- (->^P^>^;i/tf^U^>-4- 
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2) 2- (l-^a^>^;i/tf^U^>-4-^;i/^^) -5- (lH-tf 
2- (^n^>^;nf^ue?>-4-^;p^^) - 5 - <2-*>5>;m-* 

^>tfu^>-5— r;w tu^> ( 2 . 22 g ) <D*?;-)vmm oomu 
^io%a°^>?^a^ (7oomg) s^n^ 7mnm%T'£Mre 3mmm.w 

3) 2- (l->'^D^>^;i/kf^U> J >-4— -5- (1H-If 
U^>-2-*>-5— fcTU5$» (1 2 Omg) ©DMFMc (4mL) 

(3 6 0%7j<m^hU^A (2 1mg) msmt^^u^>^)v^npLmmr^2 

i HNMR (3 0 0MHz, CDC1 3 , fippm) : 1. 47-2. 17 (2 
OH, m) , 2. 4 6-2. 5 2 (3H, m) , 2. 8 9-2. 9 2 (2H, m) , 
5. 11-5. 12 ( 1 H, m) , 5. 40-5. 44 ( 1 H, m) , 6. 78 
(1H, d, J = 8. 6Hz) , 7. 68 ( 1 H, dd, J = 2. 6, 8. 6H 
z) , 8. 29 (1H, d, J = 2. 6Hz) , 8. 63 (2H, s) ;77X 
(ESI) : 40 9 (M+H) 

Mi&M 2 8 

N ' ^ NH 

2- (i-'>^p^>^;uk ^u^>-4-^;|/^-» -5- (lH-KU^ 
>-2-^-> - 5--f;i/) bfU$>?>(Z)l<Kgf 
l£»J2 7 t|WI^O^{Cckt)^M^^^#feo 
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i HNMR (3 0 0MHz, CDC1 3 , (5ppm) : 1. 4 3- 1. 76 (6 
H, m) , 1. 8 4-2. 0 0 (4H, m) , 2. 11-2. 17 (2H, m) , 
2. 3 9-2. 4 8 (2H, m) , 2. 56-2. 61 (1H, m) , 2. 87 
-2. 90 (2H, m) , 5. 07-5. 10 (1H, m) , 6. 73 ( 1 H, 
5 d, J = 9. 5Hz) , 7. 55 ( 1 H, d, J = 2. 2Hz) , 7. 66 (1 
H, dd, J = 2. 3, 9. 3Hz), 8. 56 (2H, s) ; T**'** Rfl, 
(ES I) : 3 4 1 (M + H) 



2- (1— >^n^>^^i) ^>-4-^ Jl/ ^, >) _g_ (1 _^ n ^ 
>^;W- 1 H — tf U y >- 2 3 ^Ok) KU5 ^>g>tg» 

i HNMR (3 0 0MHz, CDC1 3 , fippm) : 1. 42-1. 9 9 (l 
6H, m), 2. 09-2. 25 (4H, m) , 2 . 4 2 - 2 . 5 9 ( 3 H, m) , 
2. 81-2. 91 (2H, m), 5. 08-5. 11 (1H, m) , 5. 33 
-5. 38 (1H, m) , 6. 31 ( 1 H, t, J = 6. 9Hz) , 7. 37- 
7. 44 (2H, m) , 8. 8 3 (2H, s) ; 777^^ (ES I) : 4 
0 9 (M + H) 



2- (1— >»P^ >^ ^ijs?>-4->f)^^) - 5 - ( 2 - (tfD'J 




^ mm 3 o 
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i HNMR (3 0 0MHz, CDC1 6ppm) : 1. 4 0-2. 3 5 (1 
6H, m) , 2. 35-2. 75 (3H, m) , 2. 8 5-3. 0 0 (2H, m) . 
3. 6 6-3. .7 5 (2H, m) , 3. 7 5- 3. 8 8 (2H, m) , 5. 08 
5 -5. 22 (1H, m) , 7. 93 (2H, dd, J = 2. 2, 8. 1Hz) , 
8. 00 (1H, d, J = 8. 1Hz) , 8. 74 (2H, s) , 8. 75 (1 
H, d, J = 2. 2Hz) (ESI) : 4 22 (M+H) 



mmm3 1 




2- (l-^D^.V^ ;Hf^iJ5?>-4-^^^ >) _ 5 _ ( 2 -^;~ 

i HNMR (40 0MHz, CDC1 fippm) : 1. 3 8 - 1. 7 8 (6 
15 H, m) , 1. 8 3-2. 0 1 (4H, m) , 2. 0 7-2. 18 (2H, m) , 
2. 3 4-2. 4 7 (2H, m) , 2. 51-2. 62 ( 1 H, m) , 2. 83 
-2. 93 (2H, m) , 5. 06-5. 14 ( 1 H, m) , 7. 23 (1H, 
d, J=4. 0Hz) , 7. 62 (1H, d, J = 4. 0Hz) , 8. 69 (2 
H, s) ;^XX^bJU (ESI) : 3 5 5 (M + H) 

20 

mmm 3 2 




2- (l-*,9u«>*)],V_«»v > -4-'C )),***,) -5- (4- 
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1) 5- (4-7$/7i-;W -2 - (l- t-^h^^;i/^n;j/tf<u^ 

2- (l- t-yh^'>*;wjj?n;Hf^u^>-4— r;p^-» 
t?'Ji=S?>£4- (4, 4, 5, 5-T-h^^^;i/~ 1, 3, 

2) 2- (1- t-yh^^;^-;Hf^U> > >-4— r;P^-» -5- {4 

5- (4-T^y 7oc~;W -2- (1- t-^h^>-^;^-;i/tf^u^>- 

T^M^#e,n^5- {4- (a-^n^ET-k^r^y) -2 - (i 

- t -^h^r^;i/^-;i/tf^u^>-4-<;i/^^» tfU^v^s^y >>a 

3) 2- (1- t-^h^>-^;i/^n;i/tf^u^>-4-<;^^>') -5- {4 
15 - (^* y >- 3 -t>-<;07x-;H if u 5 ^>^^THJi^i 1 - 3 ) , 

4) tlWJ^Tj^fCiD^M'fb^^feo 

1 HNMR (3 0 0MHz, CDC1 3 , fippm) : 1. 3 8- 2. 0 8 (1 
2H,m), 2. 15-2. 35 (1H, m) , 2. 48-2. 82 (2H.ni), 
2. 8 8- 3. 0 5 (2H, m) , 3. 7 6-3. 8 5 (2H, m) , 4. 03 
20 -4. 12 (2H, m) , 4. 38 (2H, s) , 5. 0 8- 5. 2 7 ( 1 H, 
m) , 7. 47 (2H, d, J = 8. 5Hz) , 7. 57 (2H, d, J = 8. 
5Hz) , 8. 70 (2H, s) ;77>^h^ (ESI) :42 3 (M + H) 



2- (l-^D^>^;UP^ U^>-4— -5- {4- (2~yf 



^J&M 3 3 
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* HNMR (3 0 0MHz, CDC I 3 , «5pp m ) : i. 3 7-2. 12 (1 
2H, m), 2. 12-2. 33 (lH.m), 2. 43-2. 80 (2H, m), 
5 2. 8 5-3. 0 3 (2H, m) . 4. 1 1 (2H, t, J = 7. 9Hz) , 4. 
54 (2H, t, J = 7. 9Hz) , 5. 0 8-5. 2 4 ( 1 H, m) . 7. 5 

3 (2H, d, J = 8. 4Hz) , 7. 68 (2H, d, J = 8. 4Hz) , 8. 
6 9 (2H, s) ;7^^h^ (ESI) :40 9 (M+H) 

io mmms4 

2- ( 1 - D^^IVK^U - 4 - ^ WS/) — 5 — (2-^Jb- 

4 — >y / 7x-;^n>»(D«)bD iz 2 -*^;n? u 5 - - f ;^d>» 

1 HNMR (3 0 0MHz, CDC1 fippm) : 1. 3 9- 1. 6 9 (6 
H, m) , 1. 8 3-2. 0 0 (4H, m) , 2. 09-2. 14(2H,m), 
2. 3 3-2. 4 0 (2H, m) , 2. 5 1-2. 5 6 (1H, m) , 2. 6 1 
(3H, s), 2. 86-2. 90 (2H, m), 5. 07-5. 10 (1H, 
20 m) , 7. 2 3-7. 2 7 ( 1 H, m) , 7. 70 (1H, dd, J = 2. 4, 
8. 0Hz) , 8. 55-8. 67 (3 H, m); ^ (ESI) : 

3 3 9 (M + H) 

mmm 3 5 

. 00-0-0 
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•4 - S/7; 7x-;^n>»0ftti») t 2 - 7JI/tD - 5 - (4, 4, 5, 5- 

i HNMR (3 0 0MHz, CDC1 3 , 6 p pm) : 1. 3 9- 2. 0 0 (1 
OH, m) . 2. 09-2. 15 (2H, m), 2. 34-2. 40 (2H, m), 
2. 5 2-2. 5 7 (1H, m) , 2. 8 7-2. 8 8 (2H, m) , 5. 0 8 
-5. 13 (1H, m) , 7. 06 (1H, dd, J = 3. 0, 8. 5Hz) , 
7. 92 (2H, dt, 3 = 2. 6, 8. 4Hz) , 8. 37 ( 1 H, d, J = 
1. 9Hz), 8.. 56 (2H, s) ; 7X7^^ ^ (ESI) : 3 4 3 (M 
+ H) 



nmm 3 6 




2- (l-->^P^>^;i,bf ^U^>-4-^;i/^^) -5- {4- (1H- 
tfU> ? >-2-^->-l— -Qj,) 7x~;i/) tfUS^>CDffli& 
4- (lH-t!US?>-2-*>~l-^) -l- (4, 4, 5, 5-^h^ 
*^)V-l, 3, 2-^^+hjJ?p^>-2— f;P) ^>if>R7jCl- t-^h 

« HNMR (3 0 0MHz, CDC1 3 , <5 p pm) : 1. 3 8-2. 0 5 (1 
OH, m), 2. 05-2. 23 (2H, m), 2. 29-2. 65 (2H, m), 
2. 81-3. 00 (2H, m), 5. 01-5. 20 ( 1 H, m) , 6. 29 
(1H, t, J = 6. 7Hz) , 6. 69 ( 1 H, d, J = 9. 2Hz) , 7. 

3 2-7. 48 (2H, m) , 7. 52 (2H, d, J = 8. 3Hz) , 7. 6 

4 (2H, d, J = 8. 3Hz) , 8. 73 (2H, s) (E 
SI) : 4 1 7 (M + H) 
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MM 3 7 




i HNMR (40 0MHz, CDC1 3 , fippm) : 1. 3 8 - 1. 77 (6 
H, m) , 1. 8 4-2. 0 4 (4H, m) , 2. 0 8-2. 19 (2H, m) , 
2. 31-2. 47 (2H, m) , 2. 50-2. 61 ( 1 H, m) , 2. 83 
-2. 97 (2H, m) , 5. 06-5. 16 ( 1 H, m) , 7. 71 <2H, 
dd, J = 2. 2, 6. 6Hz) , 8. 05 (2H, dd, J = l. 8, 6. 6 
Hz) ,8.73 (2H, s) ; VXX^ hJMESI) : 4 0 2 (M + H) 

mmm s 8 



2- (l-$/jyp^>^b?^ uy>-4-> f ;^^ >) - 5 - 

4 - 5/7 y 7 x - )i>tf a >m©ftt> D k: 4 - Tir^^ x n >H££§ 

i HNMR (40 0MHz, CDC1 3 , <5 P pm) : 1. 3 8 - 1. 7 6 (6 
H, m), 1. 84-2. 02 (4H, m) , 2. 07-2. 17 (2H, m) , 
2. 3 2-2. 44 (2H, m) , 2. 4 9-2. 6 0 ( 1 H, m) , 2. 64 




JO 



x> 
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(3H, s), 2. 83-2. 94 (2H, m), 5. 06-5. 15 (1H, 
m) , 7. 61 (2H, d, J = 8. 1Hz) , 8. 05 (2H, d. J = 8. 
1Hz) ,8.73 (2H, s) ; ^XX^ hJV (ESI) : 3 6 6 (M+H) 



mmm 3 9 




2- (l-~/t7U^>T)lW )i?>-4-'f)l**z/) -5- (4-HIJ7JI, 

i HNMR (40 0MHz, CDC1 3 , <5ppm) : 1. 3 8 - 1. 7 6 (6 
H, m) , l. 8 3-2. 0 1 (4H, m) , 2. 0 3-2. 17 (2H, m) , 
2. 31-2. 44 (2H, m), 2. 49-2. 59 ( 1 H, m) , 2. 81 
-2. 93 (2H, m) , 5. 05-5. 14 ( 1 H, m) , 7. 32 (2H, 
d, J = 8. 8Hz) , 7. 51 (2H, d, J = 8. 8Hz) , 8. 65 (2 
H, s) ; (ES I) : 4 0 8 (M+H) 



mmm 4 0 




2- (l-->^a^> ^bf^U^>-4— -5- (4- (2-b: 
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i HNMR (4 0 0MHz, CDC1 s , <5ppm) : 1. 3 8- 1. 77 (6 
H, m) , 1. 8 3-2. 0 7 (4H, m) , 2. 0 7-2. 18 (2H, m) , 
2. 3 4-2. 47 (2H, m) , 2. 51-2. 61 ( 1 H, m) , 2. 82 
-2. 96 (2H, m) , 5. 03-5. 16 (1H, m) , 7. 47 (2H, 
5 dd, J = 2. 2, 6. 6Hz) , 7. 59 (2H, dd, J = 2. 2, 6. 6. 
Hz) ,8.67 (2H, s) ; 7^X^^ (ESI) : 3 8 2 (M + H) 

mffiM4 1 

CKHKK 

10 2- (l-->^p^>^;i,tf^us?>-4-- fjVtt*,) -5- (2 -x^;i/- 
4-^ry^ac~;w^o>^(D^fc>ot2-x^;i/-5- (4, 4, 5, 5-^ 

15 1 HNMR (3 0 0MHz, CDC1 3 , <5ppm) : 1. 31-1. 69 (9 
H, m) , 1. 8 4-2. 0 0 (4H, m) , 2. 0 9-2. 14 (2H, m) , 
2. 3 3-2. 3 7 (2H, m) , 2. 51-2. 57 (1H, m) , 2. 85 
-2. 92 (4H, m) , 5. 08-5. 11 ( 1 H, m) , 7. 26-7. 2 
9 (1H, m) , 7. 73 (2H, dd, J = 2. 4, 8. 1Hz) , 8. 67 

20 -8.6 8 (3H, m) ; V**^ h)V (ES I) : 3 5 3 (M + H) 

^MM 4 2 

2- (l-'>^P^> ^;Ubf^ij^>-4— LH^) -5- (4->777 
25 Jin;P) fcf^y>g)aBe 

jj_2- (l- t-^h^^;i/7j?x;i/tr^u^>-4— r;^^-» -5-^ 
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2 -r/P^E- 5 - b HP^>t?9^.v (1 OOmg) Rtf 1 - t h=^#;P 
fc;i/-4- (*2>*)V7*-)V**io) fcWJ5» (19 2mg) CDDMF 
(2mL) fc^-fe^A (3 7 2mg) SJD^., 9 OTT? 1 4l$raiK#L 
fc 0 »Sfi-&«*afi*T??{^itfe, *&ira^L,- WKx^;i/Tj*IUbfc. was* 

1 1) TmmrzzLtK**). mm&m a 9 smg) 

2) 2- (1 - t -:/h^#;u#-;ub^u^>-4 — r;M-4^» -s-y 

^^^>^4-^T/y^-j^u>wt^m^xmmmi-2) , 3) , 

1 HNMR (3 0 0MHz, CDC1 8 . Spprn) : 1. 42-1. 6 2 (4 
H, m) , 1. 67-1. 94 (6H.ni), 2. 08-2. 13 (2H, m) , 
2. 3 3-2. 3 9 (2H, m) , 2. 5 2-2. 5 7 ( 1 H, m) , 2. 85 
-2. 88 (2H, m) , 5. 09-5. 12 ( 1 H, m) , 7. 75 (2H, 
d, J = 8. 7Hz) , 8. 03 (2H, d, J = 8. 7Hz) , 8. 27 (1 
H, d, J = l. 4Hz) , 8. 52 (1H, d, J = l. 4Hz) ; 
9 (ESI) : 3 4 9 (M + H) 

^JSM 4 3 

5- (l-^ ^P^>^;Ub^U^>-4— QVg$±) -2- (4-S/777 
b'J v ? >(D|jl 

2) 2- (4->7;7i-Jl/) -2-^D^EbU^>Si^4-->Ty^a:-;i/ 
^n>t^^ T , ^»Jl-2) , 3) Rt*4) tlH#CD77^fcJ;0, SHl'fb 
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i HNMR (300 MHz, CDC1 3 , 6 ppm) : 1. 39-1. 73 (6 
H, m) , 1. 8 4-1. 94 (4H, m) , 2. 03-2. 10 (2H, m) , 
2. 3 3-2. 3 9 (2H, m) , 2. 5 2 -2. 57 (1H, m) , 2. 81 
-2. 83 (2H, m) , 4. 41-4. 44 (1H, m) , 7. 26-7. 3 
1 (1H, m) , 7. 6 8-7. 7 4 (3H, m) , 8. 05 (2H, d, J = 
8. 2Hz), 8. 40 (1H, d, J = 2. 9Hz) (ES 
I) : 3 4 8 (M+H) 



2- (l-z/t7U'<><?)V\£m*?^-4-'()Uttis) -5- (4->77 7 

1) 6- (4-^77 7x-JW -2H-t!U^>-3-^->©»jfi 
4->7/7th7i/>Sffl^TSyn thesis (p 334-341, 

1993) \zmmtsnttmzmvT&ifcfc&®&&mvrco 

2) 2- (1- t-^h^^;i/^n;i/tf^U^>-4— Ol'^v') -5- (4 

6- (4-i/7;7x-;W -2H-tfU^>-3-^-> (5 0 0mg) Rtf 
1 - t -7b*is%)\stf—)V-4- {^^>7,)Vy^-)V^iy) tf^Uv 5 ^ (8 
5 0mg) ODMFit (lOmL) (C^ir->t>A (1. 6 5 g) SrSQ*., 1 

o 5 < cT4^TO^b7co Kmm^m^m^^mm. *&m%.. mst^jv 

HETTObfeo lg^yU^*W7A7D?h^77^- (C-2 0 0, ^ 
l7->:0mx^=7 : 3) T^t^ C «9> mZ{k&® (2 0 4mg) 

3) 2- (l- t -^h^->^;i/^-;i/tf^u>?>-4 — r;i/^f» - 5- (4 




/ 
\ 
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i HNMR (3 0 0MHz, CDC1 8> <5 p pm) : 1. 51-1. 76 (6 
H, m) , 1. 8 8-2. 0 4 (4H, m) , 2. 17-2. 3 3 (2H, m) , 
2. 4 8-2. 7 2 (3H, m) , 2. 9 6-3. 0 2 (2H, m) , 5. 42 
-5. 46 (1H, m), 7. 08 (1H, d, J = 9. 3Hz), 7. 7 8- 
7. 84 (3H, m) , 8. 13 (1H, d, J = 8. 2Hz) 
^ (ESI) : 3 4 9 (M + H) 



mm&u 5 




2- (1 -'>^P^>^;i/hf^U^>-4— -5- (tf^U^>- 

1) 2- (l - t h^>#;u^-;pt^»js?>-4 — r;u^-» -5 - C7 

2- (l- t -^h^^;u^-;i/tf^u^>-4— r;w^-» - 5 -^nt 
fc?U$S» (5 5 Omg, 1. 5 4mmol)OhJH>iI(i. OmL) fc, 
St^A'^i^A (3 5mg, 0. 3 1mmol) , t:X 
/) 7xQt> (1 7 Omg, 1. 5 4mmo 1) , 7x.;-)V (1. 5mL, 
17. lmmol), h'Jx^7$> (0. 5mL, 3. 6 mmo 1 ) 

mx. -mmmnm^Ts stet, i o otti 4P#p B m#bfe 0 k^m^m 

dr;i/^7^A^DVh^^7^— (C-2 0 0, : WW^)V= 7 : 3) 

-Cmm?&<l£\z&r) v mmfc^yq (5 8 9mg, 9 6%) £#fc 0 

2) 2- (l - t -^h^>-^;i/^-;i/tr^u> ? >-4-<;^^-» -5 - (tf 
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2- (l- t-^h^^;i/^-;i/tr^u^>-4-<;i/^^» -5- (y^ 

;*zs*)Vtf~)\,) KU§5?> (4 0mg, 0. lOOmmol) ©S>jWM* 
JVAT^mmil. OmL) fc, fcWJ$» (0. 02mL, 0. 20mmo 
1) Sim*, iiTi 2Np^^bfe. E*»&'»lc*£jn*. 1 .»»x^;i/TJS 

7) TlHHTaJlfcfc.fc!), XGfls** (3 8mg, 9 7%) 
3) 2- (1- t h^->^;i//^-;i/tf^jj^ > _4_^ ;l/ ^^ ) -5 - (tf 
^U^>-l-#;i^-;u) KU^> (3 8mg, 0. lOOmmol) &m 
V>T, HJSMl-3) , 4) ira«©S«&ff5 2:tfcJ:D, (17 
mg, 4 3%) £#fc 0 

1 HNMR (40 0MHz, CDC 1 3 , Sppra) : 1. 3 5- 1. 9 9 (2 
OH, m) , 2. 0 3-2. 15 (2H, m) , 2. 3 0-2. 4 2 (2H, m) , 
2. 4 8-2. 5 8 (1H, m) , 2. 80-2. 91 (2H, m) , 5. 02 
-5. 14 (1H, m),8. 56 (2 H, s); 7X7^^ hJV (ESI) : 
3 5 9 (M + H) 



H»J4 6 




2- (l-'>^P^>^;i/hf^U^>-4— r;i/^-» -5- (fcf^U^V- 

= 10:1) Tilt^^ifcJ;^ mmt^m (3 0mg, 6 5%) 

i HNMR (40 0MHz, CDC1 3 , 6 p pm) : 1. 33-2. 12 (1 
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8H, m) , 2. 27-2. 42 (6H, m) , 2. 46-2. 57 ( 1 H, m) , 
2. 8 0-2. 9 2 (2H, m) , 3. 36 (2H, s) , 4. 95-5. 05 
(1H, m), 8. 3 7 (2H, s) ; YXX^^ h;U (ESI) : 3 4 5 (M 
+ H) 



mffiM4 7 




2- (l-->^a^>^tf ^U^>-4— jfrtt*,) -5- (4-y^-)l 

i HNMR (4 0 0MHz, CDC1 3 , fippm) : 1. 3 7-1. 9 7 (1 
OH, m) , 2. 04-2. 13 (2H, m), 2. 31-2. 42 (2H, m), 
2. 48-2. 63 (5H, m), 2. 81-2. 91 (2H, m), 3. 14 
-3. 21 (4H, m) , 3. 47 (2H, s) , 4. 9 8-5. 0 8 ( 1 H, 
m), 6. 80-6. 92 (3H, m), 7. 20-7. 27 (2H, m), 8. 
4 3 (2H, s) h;V (ESI) : 42 2 (M + H) 

nffiM4 8 

2- (1 -'>^n^>^;bbr^iJv?>-4-^;t / ^ s> ) -5- (2->-X7tf 

D2-(i - t -yh^^*;i/3i?r:;i/tf^u^>-4— i*;^*^)- 5 -(4, 
4, 5, 5 -^h^^^;i/- 1, 3, 2-mv#07>-2-f;i/) tfijfs 
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2- (1- t-yh^^;i/^-;vtf^gs?>_4_^;i / ^, >) _ 5 _^ n;E 
tfU^i?> (2 0 0mg, 0. 5 6mmol) F (4. 0 

mL) mmiZ, ¥X (tf^7h)^n>(l6 0mg, 0. 6 3mmol), 

5 DD^XHmg, 0. 0 17mmol),^ij^(i6 5mg, 1. 
6 8mmol) ZJmX. ^#H^T, 8 OtT lPfPp^^Lfc. MifcM^Sr 

7!7^ — (C-3 0 0, ZuUTfrfrA : ;W=1 o 0 : 3) XffiUT&Z. 

10 t^D, ^IB-fkl-a-^ (8 6mg, 3 8%) £#fco 

2) 2- (1- t-^h^^;i,#-;Hf^ij^>-4_^; l/ ^, >) _ 5 _ (2 

2- (1- t-yh^^;i/fc;i/tf^U^>-4— OVO-iris) -5- (4, 
4, 5, 5 -fh7^^-l, 3, 2-^^V^D^>-2— T;l/) fcfU ^ 
15 (2 Omg, 0. 0 4 9mmol) O^^MM75 H (2. OmL) 

m\Z, 2-->ry-5-^P^tfU^^> (2 Omg, 0. llmmol), tf 

x (e^^x-^x^^ y) 7xDt>y?7^A (i i) ^duh, s?^o 

n;*;7> (4o Omg, 0.0 0 5mmo 1) , U>^7JUt>A (5 3mg, 0. 

2 5mmoi) ^mmmmrf, 8 0*01? i nmrnwi^tc. KfoM-erm* 
20 Kmx^;i/Tttmbfco S&fnmWTk, *S*di£!£zK 

^fBfc-£% (9. 3mg, 4 9%) £#fc a 

3) 2- (l- t-^h^^;i/^n;Ptf^u^>-4— 1 frttu) -5- (2 
25 -S'TV fc?U^>-5— f;» tf'J5^> (9. 3mg, 0. 0 24mmol) 

£Hi»yi-3) , 4) tmm<DBi]fc\zm?z>z:£iz£r), mmfc&m (4. 5 

mg, 53%) £#;fco 

1 HNMR (300MHz,DMSO-d 6 , <5ppm) : 1. 40-1. 80 
(6H, m) , 1. 8.6-2. 08 (4H, m) , 2, 0 9-2. 2 2 (2H, 
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m), 2 . 35-2. 52 ( 2 H, m) , 2. 52-2. 65 < 1 H, m) , 2. 
8 6-2. 9 8 (2H, m) , 5. 12-5. 21 (1H, m) , 8. 78 (2 
H, s) , 9. 0 3 (2H, s) ; ?XW HP (ESI) : 3 5 1 (M + H) 
MMM 4 9 



2- (1 -->^n^>^tf^U>?>-4— rjk££>0 -5- (lH-tfUS? 

^»J4 8-d -e#e»nfe2- (i - t -y h^>-^;^n;i/tf^u> j >-4 

— OM*^) -5- (4, 4, 5, 5 -T-h^^^U- 1, 3, 2-i?ttV 
10 ^D7>-2-<jW tfU^^>^4-yn^-iH-tfU^>-2-^->^ffl 

^T^»j4 8-2) , 3) tmmttmz&r)i&mi\:&m*mzo 

X HNMR (3 0 0MHz, CDC1 3 , 8 p pm) : 1. 40-1. 70 (6H, 
m) , 1. 8 4-2. 0 1 (4H, m) , 2. 0 7-2. 15 (2H, m) , 2. 
34-2. 41 ( 2 H, m) , 2. 52-2. 5 8 (1H, m) , 2. 85-2. 
15 8 9 (2H, m) , 5. 09-5. 13 ( 1 H, m) , 6. 48 (1H, dd, 
J = l. 8, 6. 8Hz), 6. 75 ( 1 H, brs), 7. 47 (1H, d, 
J = 6. 6Hz) , 8. 73 (2H, s) ; 777,^^ h)V (ESI) : 341 
(M + H) . 

20 mmm 5 0 



2- (l—>^P^>^;Hf^US?>-4— Olttis) -5- (l-X^)l- 
m-\f.W>-2—*>-4-^)\,) bTU$>?>(PMig 
§£»J4 8-1) T#£tl7t2- (1 - t -^h^^;U^n;i/t!^U> ? >-4 
25 — r;l/^'» - 5- (4, 4, 5, 5-fh7^-l, 3, 2-^^y 



5 





o 
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2-*>&m>T£J&0J4 8-2), 3) tmmttmz&*)tMtt&to*:*l£. 
X HNMR (3 0 0MHz, CDC 1 „ 6 p pm) : 1. 39-1. 72 (6H, 
m), 1. 84-2. 0 0 (4H, m) , 2. 06-2. 14 (2H, m) , 2. 
5 33-2. 40 (2H, m), 2. 52-2. 57 (lH.m), 2. 85-2. 
88 (2H, m), 3. 59 ( 3 H, s) , 5. 08-5. 13 ( 1 H, m) , 
6. 34 (1H, dd, J=l. 7, 6. 9Hz) , 6. 74 (1H, d, J = 
1. 4Hz) , 7. 39 (1H, d, J = 7. 2Hz) , 8. 70 (2H, s) ; 
h)V (ESI) : 3 5 5 (M + H) . 



2- (l-->^P^>^;i/bf^U> ? >-4— UVtt*/) -5- {2-z?7)Vif 
h^>fc?U>>>-4— Ok) bfU^XPagig 
15 ^»!I4 8-1) T#£>n£:2- ( 1 - t h^#)|/fc:;i/fcf^y 4 
— OVttzs) -5- (4, 4, 5, 5 -y^b^^JP- 1, 3, 2-v ? ^4 : V 
^P^>-2— fcTU^> ? >t4-^D^-2- (^^;i/^-D^ h^^) tf 

u^>^ffl^x*»j4 8-2) , 3) tmmttmz^iommit&vo&mz,, 

1 HNMR (300 MHz, CDC1 3 , <5ppm) : 1. 36-1. 70 (6H, 
20 m) , 1. 8 3-2. 0 0 (4H, m) , 2. 0 8-2. 16 (2H, m) , 2. 
34-2. 40 (2H, m), 2. 51-2. 57 ( 1 H, m) , 2. 86-2. 
88 (2H, m) , 5. 10-5. 14 (1H, m) , 7. 04 ( 1 H, d, J 
= 1. 5Hz), 7. 24-7. 26 ( 1 H, m) , 7. 51 ( 1 H, t, J = 
72. 8Hz), 8. 27 (1H, d, J = 5. 3Hz), 8. 74 (2H, s) ; 
25 Y^^hJl^ (ESI) : 391 (M + H). 



mmm 5 1 




mmm 5 2 
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o 



2- (l-^p^>^^ g^>- 4 -^ji/^-» -5- (i-z?y)],* 
P^^;i/-iH-tfiJ^>-?. -^->-4-^;H ¥V_§js>Q2Mm 

mmm48-D -e#sn&2- (i- t-yh^^;^n;i/tf^u^>-4 

— XM>**>) -5- (4, 4, 5, 5-fh7^-l, 3, 2->^*V 

#p^>-2— f;w KU53?>fc4-^n^-i- (^^;u^d^^;w -i 
H-KU5?>-2-*>ft«V»T3ttl«4 8-2) , 3) &n«tt*tfefc£!)* 

*HNMR (3 0 0MHz, CDC1 3 , fippm) : 1. 4 1-1. 7 1 (6H, 
m) . l. 8 5-2. 0 1 (4H, m) , 2. 02-2. 13 (2H ( m) , 2. 
35-2. 43 (2H, m) , 2. 54-2. 60 ( 1 H, m) , 2. 86-2. 
9 2 (2H, m) , 5. 11-5. 16 (1H, m) , 6. 5 1 (1H, d, J 
= 7. 4Hz), 6. 73 (1H, s), 7. 58 ( 1 H, d, J = 7. 6Hz). 
7. 72 (1H, t, J = 61. 2Hz), 8. 73 (2H, s) ; 7X7^^ 
MP (ESI) : 3 9 1 (M + H) . 

MMM 5 3 



2- (l-S/»P^>^JUfc?^ US?>-4-<f Jb^$/) -5- {4- (N-X 
1)2- (1- t-^h+^;^-;Hf^U^>-4— r;^^^) - 5- {4 
^»J3 2- 1) T#5nfc5- (4-7$;7x-jW -2- (i- t -^h 




Me 



Me 
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2) 2- (i - 1 -^h^->*;i/#-;utr^u^>-4— r;i/^v) -5 - {4 
Wi-3}, 4) <fc[^a^fe{c«fct)^^h:^*#feo 

'HNMR (3 0 0MHz, CDC1 3 , <5 p pm) : 1. 3 7- 2. 0 7 (1 0 
5 H, m) , 2. 0 7-2. 2 3 (2H, m) , 3. 3 2-3. 6 9 (3H, m) , 
2. 84-2. 9 8 <2H. m) . 3. 34 (3 H, s) , 3. 7 5 (3 H, s), 
5. 05-5. 17 (lH.ni), 7. 36 (2H, d, J = 8. 4Hz), 7. 
49 (2H, d, J = 8. 4Hz), 8. 69 (2H, s) ; VXX^ h)V (E 
SI) : 4 1 1 (M + H) . 

10 

mmm 5 4 



2- (l-->^p^> ^;Pb!^Uv?>-4-^ rja^vQ -5- (1 -xrPJU- 
lH-fcfUy>-2-^>-4-^;i/) KtJ5S?>fl)W» 
15 ^J60J4 8-1) T#e»nfe2- (1 - t -yh^^;i/3j?-;Hf^iJ^>-4 
— OVttis) -5- (4, 4, 5, 5-fhW;i'-l > .3, 2-^^V 

^°^>-2 — r;i/) tru^> ? >t4-yD^:- 1 -x^;p- iH-tfu^>- 

2 -^>^fflViT^»J4 8 - 2) , 3) tra*«:^fj*teJ:D«ifl3^*#fc 0 
'HNMR (300 MHz, CDC1 3 , 6 ppm) : 1. 37-1. 72 (9H, 

20 m) , 1. 8 3-2. 0 0 (4H, m) , 2. 0 7-2. 14 (2H, m) , 2. 
33-2. 39 (2H, m), 2. 51-2. 57 ( 1 H, m) , 2. 85-2. 
89 (2H, m) , 4. 03 (2H, q, J = 7. 3Hz) , 5. 07-5. 1 
2 (1H, m) , 6. 35 ( 1 H, dd, J = l. 7, 7. 1Hz) , 6. 73 
(1H, d, J = l. 8Hz) , 7. 38 (1H, d, J = 7. 2Hz) , 8. 

25 6 9 (2H, s) ; HI/ (ESI) : 3 6 9 (M + H) . 




MWffl 5 5 
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Me 

2- (1 - S/»p^ ^ijy>-4-^^'» -5- (1-X^Jb- 

Hi«J4 8-l) T#S*l&2- (l- t-^h+S/M#-;Hf^iJi?>-4 
-5- (4, 4, 5, 5-Th7^;P-l, 3, 2-^^y 
^P^>- 2 — f ;10 tf U ^ v ? >«t 5 -r/D^E- l -*^;i/- lH-fcfU 

2-t>*^T*««4 8-2), 3) tra^^tecfcoaaift^^fc. 

' HNMR (3 0 0MHz, CDC 1 3 , <5ppm) : 1. 3 9 - 1. 7 2 (6H, 
m) , 1. 8 3-1. 9 9 (4H, m) , 2. 0 7-2. 13 (2H, m) , 2. 
32-2. 39 (2H, m), 2. 51-2. 56 (1H, m) , 2. 86-2. 
8 7 (2H, m) , 3. 6 3 (3H, s) , 5. 0 4-5. 0 9 ( 1 H, m) , 

6. 70 (1H, d, J = 9. 5Hz) , 7. 44 (1H, d, J = 2. 3Hz), 

7. 50 (1H, dd, J = 2. 6, 9. 3Hz) , 8. 53 (2H, s) 

MP (ESI) : 3 5 5 (M + H) . 

H»J5 6 

Et 

2- (l-^^U^>^)Vif^ ) ^-4-^)^^) - 5 - (1-x^- 

iH-b?u$; >-2-a->-5--f;i/} tf u$y><p&n& 

*»«4 8-l) T#&nfe2- (1- t-^h^^;^-;Ptf^u^>-4 
— OV^vO -5- (4, 4, 5, 5-^1-7*3^-1, 3, 2-^^V 

#d^>-2— r;w) tru5^>t4-^n^- 1 -x?;i/-iH-tfjv>- 

2 -*>**V>TSaM!l4 8 - 2) , 3) D«BYb^»*#fc. 
*HNMR (3 0 0MHz, CDC 1 3 , 5ppm) : 1. 39 — 1. 72 (9H, 
m) , 1. 8 3- 1. 9 9 (4H, m) , 2. 07-2. 12 (2H, m) , 2. 
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32-2. 39 (2H, m) , 2. 51-2. 56 ( 1 H, m) , 2. 85-2. 
88 (2H, m) , 4. 06 (2H, q, J = 7. 2Hz) , 5. 04-5. 0 
9 (1H, m) , 6. 69 (1H, d, J = 9. 4Hz), 7. 42 (1H, d, 
J=2. 4Hz) , 7. 48 (1H, dd, J = 2. 5, 9. 2Hz) , 8. 5 
5 4 (2H, s) ; ^7X^ Y)V (ES I) : 3 6 9 (M + H) . 



mm 5 7 




2- (l-->^P^> ^;Vbf^U^>-4— 1JVtt±) -5 - (2-^)W 
10 S*V[1. 2. a]fcfU>?>-6-^;H tfU$^>CDffljft 

*I«4 8-1) T#e>tl/c2- (1 - t -^h^^;^-;i/tf^U^>-4 
~-r;i/^-» -5- (4, 4, 5, 5 -T-h^^^;i/- 1, 3, 2->^^V 
#D57>-2— f;W If U^i?>iL6-^D^-2-^^;W^^/[l, 2, a] 
t!U^>^fflViT^»J4 8-2), 3) tra«^fefc<kt)^g^-&4Sj$^fc 0 
15 X HNMR (3 0 0MHz, CDC1 3 , 6 p pm) : 1. 3 5-2. 3 2 (1 2 
H, m) , 2. 3 2-2. 7 3 ( 3 H, m) , 2. 49 (3H, s) , 2. 80 
-3. 04 (2H, m) , 5. 0 3- 5. 2 3 ( 1 H, m) , 7. 25 ( 1 H, 
d, J = 9. 2Hz) , 7. 43 ( 1 H, s) , 7. 62 (1H, d, J = 9. 
2Hz) , 8. 18 (1H, s) , 8. 68 (2H, s) (E 
20 S I) : 3 7 8 (M + H) . 

nmm 5 8 

O 

2- (l-^D^> ^fc!^ij^>-4-^;i / ^c / ) - 5 - (2-ft;W^ 

25 -r;i/kru> ? >-5— t;m ^n^xpaes 
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^»J4 8-1) T?*§6ftfc2- ( 1 - t -7 h^ri/fi 4 
— OM-*>0 -5- (4, 4, 5, 5-^h^3MP-l, 3, 2 -^rt^V 
#n^>-2-<;W tfU5^>,i:4-yD^:- i iH-tfU^>- 
2-^">^ffl^T^»j4 8-2), 3) t|Wl^^^d;D^^b^^#feo 
X HNMR (3 0 0MHz, CDC1 3 , 8ppm) : 1. 3 4-1. 7 3 (1 2 
H, m) , 1. 84-2. 0 0 (4H, m) , 2. 07-2. 14 (2H, m) , 
2. 33-2. 41 (2H, m) , 2. 5 2-2. 5 8 (1H, m) , 2. 85 
-2. 88 (2H, m) , 5. 08-5. 13 (1H, m) , 5. 25-5. 3 
2 (1H, m) , 6. 40 ( 1 H, dd, J = 2. 1, 7. 3Hz) , 6. 73 
(1H, d, J = 2. 2Hz) , 7. 43 ( 1 H, d, J = 7. 3Hz) , 8. 
7 0 (2H, s) ; (ESI) : 3 8 3 (M + H) . 

WfaM 5 9 

o 

2- (l-'>^D^>^H ^U^>-4-^;i,^-» -5 - {1- (2. 2 
-^7MD X^) -lH-bfU^>-2-^->-4— QW tfU^XftgS 
it 

m»j48-i) T#e»n^2- (i- t-^h^^;i/^;i/tf^u^>-4 

—r;i/^^) -5- (4, 4, 5, 5-7=-h^3Ml/-l, 3, 2-v?^V 
i$U=7>-2-^)V) tfU^^><t4-^a^E-l- (2, 2-y7;i/tDIf 
;0 -lH-tTU^>-2-^>^V^T^»j48-2) , 3) 

1HNMR (3 0 0MHz, CDC1 3 , (5ppm) : 1. 3 6 - 1. 6 9 (6H, 
m) , 1. 8 3-2. 0 0 (4H, m) , 2 . 0 6 - 2 . 1 3 ( 2 H, m) , 2 . 
33-2. 40 (2H, m), 2. 51-2. 60 (1H, m), 2. 87-2. 
88 (2H, m) , 4. 28 (2H, dt, J=4. 4, 13. 4Hz) , 5. 
07-5. 14 (1H, m), 6. 15 (1H, tt, J=4. 4, 56. OH 
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z) , 6. 40 (1H, dd, J = l. 9, 7. 2Hz), 6. 75 (1H, d, 
J = l. 9Hz) , 7. 37 (1H, d, J = 7. 2Hz) , 8. 71 (2.H, 
s) (ESI) : 3 7 4 (M+H) . 

5 mmm 6 o 



2- (l-->^a^> ^;Vtf^U^>-4— fJW3Mr-» -5- (1. 2. 4- 

hurypr4. 3. ai Hu^>-7— gus expire 

^JS#!l4 8-i) T#e>nfe2- (i - t -yh=^^;i/#n;i/tf^u^>-4 

10 -5- (4, 4, 5, 5 -*r h 1 , 3, 2-v^^V 

^D7>-2--fjW K'J5S?>t7-^a€-l, 2, 4-hUTVD[4, 3, 
a]lfU^>£ffl^T§£»j4 8-2) , 3) iW«3to8rttteJ: 

'HNMR (3 0 0MHz, CDC1 3 , <5ppm) : 1. 3 2-2. 2 0 (1 2 
15 H, m) , 2. 3 0-2. 6 5 (3H, m) , 2. 8 2-2. 9 8 (2H, m) , 
5. 0 5 -5. 2 0 (1H, m) , 7. 07 ( 1 H, d, J = 6. 9Hz) , 7. 
94 (1H, s) , 8. 24 (1H, d, J = 6. 9Hz) , 8. 80 (2H, 
s). 8. 87 (1H, s) ; VXX^ hJV (ESI) : 3 6 5 (M + H) . 

20 zmme 1 



2- (l-^P^> ^tf^US?>-4--f;U^S/) -5 - (1. 2. A- 

HJ71/PU. 3, a]hf'J^>-6--<;i/) tfU^^Xoagjfi 

^»J4 8-i) T#£nfc2- (l- t-^h^>>^;i/^n;nf^g>?>-4 

25 --i)V**><) -5- (4, 4, 5, 5-^h^^^-l, 3, 2-i?^y 
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a]t!US?>*fflViT*««4 8-2) , 3) &n«tt^£ £D*imb£tt*ft 

X HNMR (300MHz, CDC1 3 , <5ppm) : 1. 32-2. 20 (12 
5 H, m), 2. 30-2. 65 (3H, m) , 2. 82-2. 98 (2H, m), 
5. 05-5. 20 (1H, m) , 7. 44 (1H, d, J = 9. 5Hz), 7. 
92 (1H, d, J = 9. 5Hz) , 8. 32 ( 1 H, s) , 8. 72 (2H, 
s) , 8. 9 4 (1H, s) ; VXX^ hJV (ESI) : 3 6 5 (M + H) 

io mmm 6 2 



2- (l-->^P^>^ ;Pfcf^Us?>-4-- jjM^vO -5- (l-*^;b- 
lH-tf'J^>-2- t>-5--1 > JV) fcf'J>?>(Z)«r 

112 - ( 1 - t -^h^s^i^-^twj >>>- 4 --r ;^^^) - 5 - (4 , 

15 4, 5, 5 —5^ h^^^U— 1 , 3, 2-^+7^D7>-2-'fJI/) fcfDv* 

1) 5-^-2- (1- t-^h^->^;i/^-;i/tf^u^>-4— r;v^ 
-» tfU^tk'x (tf^n^h) ^n>^ffl^T^»J4 8-l) 

20 2) 1) T#6»tlfc-a-^4 I W#:t4-^D^-l-^^-iH-tfU^>-2 
-*>«fflVvT3fe««4 8-2) , 3) fcWMWcW*fcJ: DMMS«««^. 
J HNMR (3 0 0MHz, CDC1 3 , (5 p pm) : 1. 3 9- 1. 7 2 (6H, 
m) , 1. 8 1-1. 8 9 (4H, m) , 2. 05-2. 10 (2H.ni), 2. 
31-2. 37 (2H, m), 2. 50-2. 55 ( 1 H, m) , 2. 82-2. 

25 8 7 (2H, m) , 3. 62 ( 3 H, s) , 5. 0 6-5. 0 8 ( 1 H, m) , 

6. 67 (1H, d, J = 9. 5Hz), 6. 76 ( 1 H, d, J = 8. 6Hz), 

7. 40 (1H, d, J = 2. 4Hz) , 7. 52 ( 1 H, dd, J = 2. 6, 




\ 



Me 
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9. 5Hz), 7. 58 (1H, dd, J = 2. 6, 8. 6Hz), 8. 16 (1 
H, d, J = 2. 5Hz) ; (ESI) : 3 5 4 (M + H) . 

mmm6 3 

F 

2- (1— >^a^>^;i,^ u>?>-4-^Jb^-» -s- (l-z;?)],* 

U*?-)l- 1 H— fcf'J 2 -:+>- 5 fcf »J^>(7)aB4S 

^WJ6 2 - 1 ) 5 -yp^E- 1 - &7)V*U*r)V) 

-lH-Kys>>-2-*>*m>T3W«4 8-2) , 3) tn«)fc«rjSfc«k 

'HNMR (3 0 0MHz, CDC1 3 , fippm) : 1. 4 0- 1. 6 9 (6H, 
m) , 1. 81-1. 89 (4H, m), 2. 06-2. 10 (2H, m) , 2. 
31-2: 37 (2H, m), 2. 50-2. 56 (lH.m), 2. 84-2. 
86 (2H, m) . 5. 07-5. 11 (1H, m) , 6. 66 (1H, d, J 
= 9. 6Hz) , 6. 78 (1H, d, J = 8. 6Hz) , 7. 54-7. 63 
(3H, m) , 7. 74 (1H, t, J = 60. 1Hz) , 8. 20 ( 1 H, d, 
J = 2. 6 Hz) (ESI) : 3 9 0 (M + H) . 

mmm 6 4 

o 

2- (i-->/7n^;i/^n ^>-4-^;u^^) -5- fi-yyj^p 
1 h- fcf y s»>- 2 -*•>- 4 z^fjW *?><r>m& 

— -f^**^) -5- (4, 4, 5, 5-rh7^-l, 3, 2-i**-*y 



WO 2005/007644 



158 



PCT/JP2004/009272 



H-KUS>>-2-*>*fflVvr*mH4 8-2) , 3) &n«ft^tt(cJ:D« 

X HNMR (3 0 0MHz, CDC 1 „ (5ppm) : 1. 6 2- 1. 7 5 (2H, 
m) , 1. 8 8-2. 2 0 (10H, m) , 2. 6 7-2. 7 9 (3H, in) , 
5. 12-5. 15 (1H, m) , 6. 51 (1H, d, J = 7. 6Hz), 6. 
73 (lH. s), 7. 58 (1H, d, J = 7. 6Hz), 7. 72 ( 1 H, 
t, J = 60. 3Hz), 8. 73 (2H, s) ; YXX^ b)V (ESI) : 
3 7 7 (M + H) . 

$mm 6 5 

Me 

2- (i-'>^p^;i/tf^»j ^>-4-^;b^-» -5- (l-^^-i 
H-fcfUS?> -2-:*->-5->r;H giJs;><7)ftHgr 
^»J6 2- l) Tf^nfeM^fttS-ynt- l lH-tfU 
S>>-2-*>*flV*T3W*«4 8--2) , 3) <fc Qmm<k&® 

X HNMR (3 0 0MHz, CDC1 3 , fippm) : 1. 6 4-1. 9 3 (6H, 
m), 2. 01-2. 15 (6H, m) , 2. 65-2. 7 4 (3 H, m) , 3. 
61 (3H, s) , 5. 0 6- 5. 0 9 (1H, m) , 6. 67 (1H, d, J 
= 9. 5Hz) , 6. 76 (1H, d, J = 8. 6Hz) , 7. 40 ( 1 H, d, 
J = 2. 6Hz) , 7. 52 (1H, dd, J = 2. 6, 9. 5Hz) , 7. 5 
7 (1H, dd, J = 2. 6, 8. 6Hz) , 8. 16 ( 1 H, d, 3 = 2. 6 
Hz) ;7X^h;V (ESI) : 34 0 (M + H). 

^MM 6 6 
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o 

2- (l-->^py^;i/tf^U ^>-4-^;b^-» -5- (1- 

^*W4 8-1) T»5*l&2- (1- t-yh^^;i/^-;i/tf^U^>- 4 
— r;i/^-» -5- (4, 4, 5, 5-rh7^-l, 3, 
*U?>-2-' f;W t?U^^>t4-^D^-l- (2-7MDX^) - 
lH-KUi?>-2-^>*fflViT*««4 8-2) , 3) fcW*fc>fifttfc,fc?) 

X HNMR (3 0 0MHz, CDC1 3 , 6 p pm) : 1. 6 2- 1. 7 5 (2H, 
m), 1. 88-2. 20 (1 OH, m) , 2. 67 -2. 79 (3H, m), 
5. 12-5. 15 (1H, m), 6. 51 (1H, d, J = 7. 6Hz), 6. 
73 (1H, s) , 7. 58 (1H, d, J = 7. 6Hz), 7. 72 (1H, 
t, J = 6 0. 3Hz), 8. 7 3 (2H, s) ; ^7,7,^2 b)V (ESI) : 
3 7 7 (M + H) . 



mffiM6 7 




2- (l-^P^>^H^ U^>-4-^JU^-» -5-1- (2~7)V 
£PX^jlQ -lH-tfUS »-2-*->-4-^;H lfU$y>Q@j§ 
5*06004 8 - 1) -e#5»nfe2- (l- t-^h^->*;i/^n;nf^Ui?>- 4 
r;i/^>^) -5- (4, 4, 5, 5-fh5^-l, 3, 2-i?**FV 
#P7>-2— f;W bfU^> f >i:4-^P^-l- (2-7^DI^) - 
1 H - If U S?>- 2 -*>ft«V»TWS«4 8-2) , 3) tmmttft&tz**) 

1 HNMR (3 0 0MHz, CDC1 3 , fippm) : 1. 3 8- 1. 7 6 (6H, 
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m) , 1. 8 4-1. 9 9 <4H, m) , 2. 07-2. 13 (2H, m) , 2. 
32-2. 3 9 (2H, m) , 2. 50-2. 56 ( 1 H, m) , 2. 86-2. 
8 9 (2H, m) , 4. 2 8 (2H, d t , J =4. 5, 2 7. 7Hz), 4. 
75 (2H, dt, J=4. 5, 47. 4Hz), 5. 08-5. 11 (1H, 
m) , 6. 37 (1H, dd, J = 2. 0, 7. 1Hz) , 6. 74 (1H, d, 
J = l. 8Hz) , 7. 43 (1H, d, J = 7. OHz) , 8. 70 (2H, 
s ) ; VXX^ (ESI) : 3 8 7 (M + H) . 



2- (i-<y^ntf;n;^ij y>-4-^;^^» -5- fi-^^;u-i 

H-tfus?>-2--a->-5-^;H \zvj?>om& 

mmme 2-1) ^%6nr^m^r B mt 5 -^nt- 1 1 h- ^ >j 

X HNMR (3 0 0MHz, CDC1 3 , Sppm) : 1. 0 9 (6H, d, J = 
6. 6Hz) , 1. 81-1. 88 (2H, m) , 2. 10-2. 18 (2H, 
m), 2. 44-2. 50 (2H, m), 2. 78-2. 87 (3H, m), 3. 
61 (3H, s), 5. 05-5. 08 ( 1 H, m) , 6. 66 (1H, d, J 
= 9. 2Hz), 6. 76 (1H, dd, J = 0. 7, 8. 7Hz), 7. 41 
(1H, d, J = 2. 3Hz) , 7. 52 ( 1 H, dd, J = 2. 7, 9. 4H 
z), 7. 58 (1H, dd, J = 2. 6, 8. 6Hz), 8. 16 (1H, d, 
J = 2 . 7 H z ) ; TXX^ MP (ESI) : 3 2 8 (M + H) 

mmm 6 9 



mm 6 8 




Me 
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F 



2- (l-^P^Jl/tf^»J ^>-4— Qk^vj -5- U- (2-7)1/ 
£px£Jj/) -lH-H'J^ >-2-^>-S -^;H lfUS?><n«« 
S*E»«6 2-1) T»&nfc^rt«f»l«H*t5-ynqE-l- (2-7MDX^ 

;» -iH-eus»-2-*>*«^Timi«48-2) , 3) tmmt&rm 

1 HNMR (3 0 0MHz, CDC1 3 , <5 p pm) : 1 . 5 5 - 1 . 9 3 (6 H, 
m) , 2. 0 0-2. 2 0 (6H, m) , 2. 5 5-2. 7 7 (3H, m) , 4. 
30 (2H, dt. J=4. 4, 27. 8Hz), 4. 76 (2H, dt, J = 
4. 4, 47. 3Hz) , 5. 0 6- 5. 0 9 (1H, m) , 6. 69 ( 1 H, 
d, J = 9. 6Hz) , 6. 76 (1H, dd. J = 0. 7, 8. 6Hz) , 7. 
44 (1H, d, J = 2. 6Hz) , 7. 54-7. 61 (2H, m) , 8 . 1 
7 (1H, d, J = l. 9Hz) ; Y^X^^h^ (ESI) : 3 7 2 (M + H) . 

mmm 7 0 



2- (l-^p^^H? ;>-4->fW-» -5- ft- (2-VJU 
tDXh^/-lH-b!iJ^> -2-t>-5-^l gu^xnmft 
*M!6 2-1> T»&n&£j*+W#£5-:7n*-l- (2-7Mnih 
-lH-tfU5^>-2-^>^^T^»j48-2) , 3) 

2 HNMR (3 0 0MHz, CDC1 3 , tfppm) : 1. 6 4-1. 9 2 (6H, 
m) , 2. 0 0-2. 15 (6H, m) , 2. 6 5-2. 7 4 (3H, m) , 4. 
5 6-4. 8 1 (4H, m), 5. 06-5. 09 (1H, m), 6. 75-6. 
78 (2H, m) , 7. 53 ( 1 H, dd, J = 2. 6, 9. 5Hz) , 7. 5 
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9 (1H, dd, J = 2. 6, 8. 6Hz) . 7. 71 ( 1 H, d, 3 = 2. 3 
Hz) , 8. 17 (1H, d, 3 = 2. 3Hz) i^XX^bJl (ESI) : 
3 8 8 (M + H) . 



mm 7 1 



10 



15 



20 



25 




2- (i-^p^; ^»)y> - 4 ^j^^ n- 

tPI ^" 1 H — fcf' J y >- g 4 ;U ni^v^^ 

^«J6 2-1) Tf#e > tlfe^4'^#:t4-yD^-l- (2- 7M nx^ 

-iH-t!u^>-2-^>^^T^^j48-2) , 3) tmw&m 



! HNMR (3 0 0MHz, CDC1 3 , 6 p pm) : 1.5 9- 1. 9 3 (6H, 
m) , 2. 0 0-2. 19 (6H, m) , 2. 6 4-2. 7 7 (3H, m) , 4. 
27 (2H, dt, J = 4. 5, 27. 7Hz) , 4. 75 (2H, dt, J = 
4. 5, 4 7. 3Hz) , 5. 10-5. 13 (1H, m) , 6. 3 9 ( 1 H, 
dd, 3 = 2. 0, 7. 1Hz), 6. 74 (1H, d, 3 = 2. 0Hz), 6. 
79 (1H, dd, J = 0. 7, 8. 6Hz), 7. 37 ( 1 H, d, 3 = 7. 
0Hz), 7. 75 (1H, dd, 3 = 2. 6, 8. 6Hz), 8. 37 ( 1 H, 
d, 3 = 2. 6Hz) ;7X^hJKESI) : 3 7 2 (M+H) . 

mmm 7 2 




2- (l-^n^;i / ^ u ^ > . 4 _^ ;l/ ^^ _ 5 _ f3 _^ nn _^ 
1 H- fcf y y>- 2 -a->- 5 , M fcf U ^ ><D M^ 

mmm 62-d T^n^^ra^ 1 3 o □ - 5 - 3- b - 1 
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-iH-tru^>-2-^>£/^Tift»j4 8-2) , 3) tmm^mz <fc 

*HNMR (3 0 0MHz, CDC1 3 , <5ppm) : 1. 6 2- 1. 9 2 (6H, 
m) , 2. 0 1-2. 15 (6H, m) , 2. 6 5-2. 7 4 (3H, m) , 3. 
68 (3H, s) , 5. 0 6- 5. 0 9 (1H, m) , 6. 76 (1H, d, J 
= 8. 6Hz) , 7. 36 (1H, d, J = 2. 4Hz) , 7. 56 ( 1 H, d 
d, J = 2. 6, 8. 6Hz) , 7. 72 ( 1 H, d, J = 2. 4Hz) , 8. 
14 (1H, d, J = 2. 3Hz) (ESI) :3 7 4 (M + 

H) . 



mmm 1 3 




Et 



2- (i-^D^;i/tf^») ^>-4—f;b^^) -5- {i-x^jb-i 

^SSM6 2- 1) T#^nfc^^r B W<i:5-yp^- l lH-tfU 
^>-2-*>£fflV>TSl;»ij4 8-2) , 3) tmmtLjjmz&vmmfc&m 

1 HNMR (3 0 0MHz, CDC1 3 , (5 p pm) : 1. 49 (3H, t, J = 
7. 2Hz) , 1. 7 3-2. 0 2 (6H, m) , 2. 0 9-2. 2 8 (6H, 
m) , 2. 7 3-2. 8 6 (3H, m) , 4. 14 (2H, g, J = 7. 2Hz), 
5. 1 5-5. J_8 (1H, m), 6. 75 (1H, d, J = 9. 2Hz), 6. 
-8-r'(lH, d, J = 8. 6Hz) , 7. 48 ( 1 H, d, J = 2. 6Hz) , 
7. 60 (1H, dd, J = 2. 6, 9. 3Hz) , 7. 67 ( 1 H, dd, J 
= 2. 6, 8. 6Hz) , 8. 25 ( 1 H, d, J = 2. 6Hz) ; 7XX^ 
hi)/ (ESI) : 3 5 4 (M+H) . 



MMM 7 4 
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Me 
Me 



v>°-0-0=. 



\ 

Et 



2- (l-^V^K,,,^,,^^,,,, ^ _g_ Ll _^ ±Jk _ J 
H-tf U^>-2-^->- 5— f Jl/I HM^Xpjm 

S»tM6 2- 1) T»5ftfc^** M #£ 5 -rfa*- i -x-P/P- i H -tfU 

1 HNMR (3 0 0MHz, CDC1 3 , fippm) : 1. 07 (6H, d, J = 
6- 6Hz), i. 4 0 (3H, t, J = 7. 2Hz), 1. 7 9-1. 8 8 (2 
H, m), 2. 06-2. 11 ( 2H , m) , 2. 41-2. 48 (2H m) 

10 2. 7 5-2. 8 5 (3H, m) , 4. 05 (2H, q, J = 7 . 2Hz) 5 
0 4-5. 0 7 (1H, m) , 6. 65 (1H, d, J = 9. 4Hz) , 6. 7 
6 (1H, dd, J = 0. 7, 8. 6Hz) , 7. 39 ( 1 H, d, J = 2. 6 
Hz) , 7. 50 (1H, dd, J= 2 . 6, 9. 5Hz) , 7. 58 ( 1 H, 
dd, J=2. 6, 8. 6Hz), 8. 16 ( 1 H, dd, J = 0. 7, 2. 6 

15 Hz) (ESI) :3 4 2 (M+H) 

i&itm. xttumtafe mm. mmmm+wnnm* 
#3#wa, **mnwm& % Rwsaum. mvkmmm, t^^^> 
~ «w»*«ttHWw», ma*mmmsemm* mavx*mm* ®mm 
25 mm. ****** mmsmmpm*. 

5m mt. «$, ** % m**m&s m*xm-*m&mm. 



WO 2005/007644 



165 



PCT/JP2004/009272 



ffiiaws, 7)vyM -?—R,m. *>v>*r ksbi^s, mzawm. mmm 
*$tm&* y&mm* T^^^, ^t^sft, mmm?fc. y;u3-;n& 
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3< £> IS H 



1. 5£ (I) 



Y 




W 



(I) 

I) 





(III) 
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^£n£>S£zr;U Yte, ^ (IV) 
(oy— i^-4c^-(m)— q, 

(TV) 

r 

N 

5 (V) 

x&a*u Qi fck ^>7ys, tHn^>s, («ig»r;u^;i/ 
i xtt 2 ft§),t7fjnx»iSAT07>j -;p*T«*n*at*wr^, 

lfcW3:5S; (V- 1) 
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R 2 

(V-l) 



N 



/ 
J 

\ 



2. (ID *<z>r^\ ^r/s, kHn^yS, <ft»r;^;i« (^fg^r 

din 



3. 5£ (iv) 




(in) 




(IV) 
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r 



(V) 

***u Qi tt, ^r/«, kHn^i, «Rr;p*;p* mutrn^n, 

«7mSTti|$tlT^TfeJ;^)Rt)t7;^;^;V7t-;P7$yS(i 

1X«2*«) , t7^HX»SATD7>J-;H^ t ] T*Sn** 
4»©5£ (IV-l) 



(IV-l) 

«e*ttiffi&n*ttta*-r] fastis**, ci. 4 «rt;w^> 
* -c (o) -o- -c w e»r^u>-c <o> 

-Cw«7Ml,>~c (O) -O-, -d^ftlT^^-C (O) 
-N (Ro) - _ c (Q) _ N (R0) _^ - 0 -C, 4 fiS m ^ 
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7WStli^nt^TfeJ;^) Sl^mM;i,7^^75yi (MS 
fc 1 73rS 3 *rr * 5 712 6 S©Afnj D ft**?XKMflC?«*ft 

fci»53»t*iw«3»a8©^njii, x»t»ir^ 

* 1 7JS 3 S14©1^tD7 U «ftR« 3 fittOftft*. 

5. 5£ (V-l) TI^tl^Q! ifift (V-l 0) 

R 20 
(V-10) 

75S9A09^^A«, «**3 75S8©^S5rDj|t (Rio rtjCr 20 mMz 
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6. ^ (i) «o-y*t, kKn^yi, 

^ D 5 y * ;w*e-f ^ * * a at * y ^7^7 * j 



7. 5* (I) +©-Y*t, tKD^>a, «RT;W« ««RT^J«tt, 
»+©«*itfm, ttRT^^n-MianTWbJ;^) , 7)V*t;^)V7 
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Wx;i,7t^7^S (tta^aft**?NU M7;^;HTii$n 
is 77am «w*/y;i*, ^y^yy;n, **ijvu;«, <v*u- 



10 



20 



ZWtJ&R i f2ifc©fc 



9.^(i) *©-y*», b (M7^^;nft 
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10. (I) t©Y^ TeB^C (IV- 2) 



(IV-2) 

11. 5$ (I) *<Dft (I-l) 



X i XteX 2 <D'p-fr< t % 1 *3Wg»M^T***, XteX 2 &0? X 3 
*HHPT* £R|3&g 1 732 1 0 ISm©^^. 

12. 5$ (I) •eUStlSMdt, 2- (l-->^D^>^;Hf^U^>-4 
-OVtti/) -5- (4->7/7i-;0 fcfU3^>, 2- (1— fy^p 

2- (l-^D^>^;i/t?au^>-3--rjv^'» -5- (4-2ow\**: 
^^7x-;w tfU 5>>>, 2- (i-">^n^>^;i/tfnu^>-3— r;^ 

-5- (4-^7/7xr:JW fcTU5^>, 2- ( 1 D^>^;Hf 

•*ys»-4 — r;^^» -5- { (3-^^-1, 2, 4-t*wy 

— ;u- 5 — r ^jc-jp} t?u*s?>, 2- (l -->^n^s>^;wtf^ue?> 
-4— r;i/^-» -5- (4-v'7;7x-jw tru> ? >, 2- (i—>/7d 
r^ut^y 4 — r _ 5 _ ( 4 -^7;7x-;w try $ 
2- (i-^D^^tr^u^>-4— oi^r+so -5- (4-^777 

tru$s?>, 2- (l-->^nyDtr;Hf^U^>-4-<;| / ^,» 
-5- (4-y7y7x^JW fcf'J 2- ( 1 -X^l/kf^U 4 - 





(I-l) 
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-OV**^) -5- (4-y7;7x-Jl/) hfUSS», 2- (1— >^d^> 
^K*US>>-4--f - 5 - {4- (tfnu^>-l-^;^;^ 

7xzjH fc?ius?>, 2- (1 -5>^n^>5 1 ;i/tr^u> ? >-4-<;i/ 
- 5- {4- (^^^;p*;w^-r;w tfu^^>, 2- (1 

-^D^>^;i/tf^u^>-4--r;i,^» -5- {4- (^e;^u>-4 

>- 4— -5- {4- (7x;^» 7xn;w triu>?>, 2- 
(l-^n^>^;Hf^U>?>-4— r;^^» -5- {3-+/u-;h 
fcfU^X 2- (i-r^n^>^;Hf^ue?>-4—r;w^^) -5 - (5 
— t>ku;w t:u5^>, 2- (i-^D^>^;nf^u^>-4-^r;^ 

*S"> -5- (lH-tfU^>-2-^>-l-^r;U) KU§3?>, 2- el- 
s'* D*>^;nf^y$»- 4 r;p*-*so -5- (twjv>>-2-3->- 

1— t)V) bfU^^>> 2- (i-->^D^>^;ptf^U> ? >-4— f;v^-» 

-5- (8-^/u-;p) tru§s?>, 2- (i-^o^>^;nf^u^>- 

4— -UVtt*/) -5- (4-^x-;V-4-bFn^^br^U>?>- 1 -- - op) 

tf u 5> ? >, 2- (1 -v-^D^>^;nf^u> ? >-4--r;i/^i/) _ 5 _ ( 2 

z?>-4 — OV**^) -5- (4-^PD7i-JW tf'J ^>>>, 2- (1 - 
^D^>^K^US?>-4— f^*^» -5- (4-h>J7^tD^^ 
7x - ;w tfU^x 2- (l-^n^>^;nf^u$?>-4— f;p^^> 

-5- (tru^>-3— tru$j?>, 2- (i->-^n^>^;utf^u^ 
>-4— -ou^v-) -5- (4-^h^>7x-;w eyss», 2- (1- 
^□^>^;nf^u^>-4-<;^^^) -5- (^>y^^>- 4 -^ 
;w trus^x 2- (i-->^D^>^;i/tr^u^>-4— oi^*^) -5 
- (2-^^n^>^;p^>'tru^>-5-i > ;0 tfus-^x 2- (i—> 

-5— f;» tru^^>, 2- (i-->^n^>^;nf^ij^>-4-^;p^ 
-5- (i-s^n^>^-iH-Kijs?>-2-*>-3— f;» tfg 
5^>, 2- (1 -->^n^>^;i/tf-sU>?>-4-^;i/^^» -5- { 2 - 
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(tfn>JS?>- i — OV%)]/i£-)V) fc!U 5 — <;W bfU 5S?>, 2- (l 
-^^D^>^;Hf^ijv?>-4-^;^^,» -5- (2->>7/-5-r- 

- {4- (^e;v^u>-3-^->-4— 7x-;w eus$>>, 2- (1 

5 -^^D^>^;i/tf^U S?>-4— -5- {4- (2-^iT-yg 
y/>-3-f;W 7i-;H fcTUS5>>, 2- (1 -^^n^>^;utf^U^ 

>-4--f;v5f*s/) -5- (2-^^;nf u^>-5— r;i/) tfus-^x 2 

- (1— >^D^>^;Hf^U^>-4— Ol^vO -5- (2-7^tDK 

U5»-5— f;» eus$>>, 2- (i-^n^>^;ptf^u> ? >-4-^ 

10 -5- {4- (lH-tfU^>-2-^->-l-<;i.) 7x~;H fcf 

U5s», 2- (i-->^n^>^;i/t!^u^>-4— r;i/^-» -5- {4 

- (*?-)V7,)Vy*-)V) 7ir;H tf'J^>?>, 2- (1 -v^n^>^;nf 
^U5»-4 — r;U^^-» -5- (4-7t^7xz;H KU5S», 2- 

(l-S/^n^>^;nf^u^>-4— f^^) _ 5 _ ( 4 -Hj 7Ma 
15 ^h+->7i^) fcfU5S>>, 2- (1— >^n^>5 t ;Hf^U^>-4— f 
-5- {4- (2-bHn*->-2-7 , DWW 7iz;H KU5$> 

>> 2- (i->'^D^>5 i ;i/tr^u^>-4— r;M-*-» -5- (2-x^ 

-<DV***s) -5- (4->-T/7ac-;i/) tf^^>, 5- (1— >*n^> 
20 3^fcWJS»-4— T^^v-) -2- (4-^777i-M tfU^>, 2 

- (i-v-^n^>^;i/tf^u^>-4— <t -5 - U-^y/^x 

tfuy>?>, 2- (i-^a^>^;i/hr^u^>-4— f;i/^-» - 
5- (tr^U^>-i— f;k&;p#n;i,) tfU^x 2- (i-5>^d^>^ 
;nf^U^>-4— f;u^v) -5- (bf^u^>-i-<;M^;W :7x- 
25 m KU5s», 2- (1 -^D^>^;i/tf^u^>-4— r;w^-» -5 

- (4-7x-;Hf^^^>-l_^;i / ^^; U ) tfu^i?>, 2- (l-e^n 

^>^;utf^u^>-4— r;^^>-) -5- (2-v-ry tru5i?>-5— r 
M t?u$s», 2- (1 -->^n^>-^;i/t!^ij >?>-4— r;i/^~» -5 

- (lH-tf'J^>-2-t>-4-^;P) tru^^>, 2- (1->>^7D^> 
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7WV)V>-4-4JWr*V) -5- (l-^^;V-lH-tfU^>-2- 

^->-4— OV) tru^>, 2- (i -->^a^>^;i/tf^u> ? >-4--i > ;i' 
-5- (2-^^;i/^-n^ h^->tfu> 5 >-4— r;w tfua-^x 2 

- (l-^n^>^;nf^u^>-4-^;i,^^) -5- (i-^^;v^a 

5 ^^;v-iH-tfu^>-2-^>-4—r;i/) tfu^^x 2- (i-^n 

^>3^Ut^U^>-4-^;i/:**vO -5 - {4- (N-*5P;W-N-*h* 
~>*;i/^~;i/T^y) 7xz;V} fcfU 2- (1 -->^n^>^;Hf^U 

^>-4— r;i/^^) -5- (i-x^;i/-iH-tfu^>-2-^->-4- 
-r;i/) tru^^>, 2- (1 -->^a^>^;nf^u^>-4— r;^*^) - 

10 5- (l-^^-lH-tfiJ^>-2-^>-5-^f;W tfu^x 2- (1 

-->^p^>^;nf^u^>-4-<;i/^v') -5- (i-x^-iH-t? 
V¥>-2-*>- 5-> r;W fc!U^>, 2- (l -^^n^>^;vtr^us; 
>-4— T;U^-» -5- 2, a]fcfU^>-6- 

*r;w trus5?>, 2- (i-v'^D^>^;i/tf^u^>-4— r;i/*-^>o - 
15 5- <2-#;w*E-f;i/fc! U^>-5— r;w tru^x 2- (i-s^n^ 
>^;ptr^u^>-4— -5- {1- (2, 2-^7Mpx^) 
-iH-t:>ji?>-2-t>-4- r;w t;y$s?>, 2- (i-^n^>^ 

;Hf^U3?>-4— f^*^) -5- { (1, 2, 4-hU7yn[4, 3, a] 

tfu^>-7— r;w tfu^^>, 2- (i->'^n^>5 1 ;nf^u> ? >-4- 

20 <i)V**(>V) -5- (1, 2, 4-hUTyn[4, 3, a]t!U5?>-6— f;W 

tfu$^>, 2- (i -^D^>^;nf^u^>-4— r;v^^) -5- (1 
-^5 t ;p-iH-tru^>-2-^>-5— r;w trus?>, 2- (i-^n 
^>^;nf^u^>-4— (n,**5,) -5- (i-^tn^-iH- 
tru> ? >-2-^>-5— r;u) tfu^x 2- (i-->^ny^;i/tf^u^> 
25 -4— r;u#^v-) -5- (i-^7;i/^-p^^;i/-iH-tfu> ? >-2-^> 

-4-<;U) t!U5S?>, 2- (l-S/^D^;Hf^Uv J >-4— r;i/^v-) 

-5 - (i-^5 i ;u-iH-tfu> ? >-2-^>-5— tru>>x 2- (1 
-^ay^;nf^u^>_4_^;i / ^, >) -5- {1- (2-7Mnif 

-lH-tfU^>-2-^->-4— f;H trU5S?>, 2- 



WO 2005/007644 



177 



PCT/JP2004/009272 



>^;Vtf^U^>-4-^;>^^» -5- {1- -1 

H-tfu> > >-2-^->-4— r;w bfu^e?>, 2- (l— rvyntf;utf^ 

u^>-4— r;i^3r-» -5- (l-^^;U-lH-tfU> ? >-2-^->-5 
— f;W KUS», 2- (l-S>.^D^;i/tf^U> ? >-4— DVttis) -5 
5 - {1- (2-7Mni?Jl/) -lH-tfU>*>-2-:t>-5— f ;W 

*J>, 2- (l->'^n^;Hf^U> J >-4— T;i/^i/) -5- {1- (2 
-7MDIh+^- lH-tfU^>-2-^->-5-<;H tfU^X 2 - (1 
-->^D^;Hf^U^>-4— r;l/^>-) -5- {1- 
)V) - lH-tfU^>-2-^>-4— f;H t£'J>?>, 2- 

10 ;i/tf^U^>-4— - r;U^v-) -5- (3-^nn- l iH-tru 

^>-2-^->-5— r;w t?u^>, 2- (i-->^D^;whf^u^>-4 
— r;w^"» -5- (i-x^;i/-iH-tfus/>-2-^->-5--r;H tr 

U5», 2- (1— f V^Dk!;i/tf^U^>-4— -5- (1-X 
1 H — tf U i?>— 2 -*->- 5 — f ;W tf g 1 755 1 1 

15 KIB^©^^. 

1 4. m&miTbmi 2<D\,*?nMzifcm<Dfc&M&m®mft£?ztx? 

U± 7 ? - H 3 7 > & =f XX h o 
20 15. W^UI/Ml 2 ©V^n^lClBffeCDYb^^W^^tf § bX^ $ > 
I/t7°^-H3^>/t-77^7 ho 

i6. m&minm7m*?nMz&m<Dfc&®&m®mft£-rz>, mm&. m 
mm. #;we &mfo&* mm, muR&ottm&mm* 

&&&*mm* Rmm^mm. Mm^mm> mmmmigmomm&mmm. mx. 

Mm, 5oE 3F5Sf, Mr. KK. «f£, flfe&Hfe ^Ic^Pig • 



WO 2005/007644 



178 



PCT/JP2004/009272 



mm, mmmm. mamm. ta^a,, *;uh*»^ imtmm. 

1 7 . — m& (v i ) 

(VI) 

1-1) 

N^ ( 9 H2)m 

(ll-D 

a: (i 1 1) 



WO 2005/007644 



179 



PCT/JP2004/009272 




(9 H 2)m1 



"I 



(CH2) n 



(III) 

*$ns££5*u l 3 ttittmi**^] T^^n^^b^i— «^ (xi) 

Met Y 1 P (XI) 

Me t «-W^f MM^^^L, Yip te> ^ (IV) 



(IV) 



S£^U Q x fct, v-T/S, th*D^>I, i£»T;i/^;j/3E (ifii7J^;V 

#;w\*^-r;i^ s^d/vm^h* 5;*;w^;bi, 5**ASt mj 
*y-r;p«, 7;^^y*;^-;i,7$y« (R3l^o^*®^tt, ffl7;^ 




r 



-N- 



(V) 



WO 2005/007644 



180 



PCT/JP2004/009272 



10 



15 



-l) 



R 1 

/ 
-N 

V 

(V-l) 



(CCfcfeUT, R'MRMi N-X^^t, fi«7;^XI4ty 
^<teiS&MT^M)W^)mZ*?^ Ri RtfR, tt, R 

it5g^fi^^ oT ^ tSi 3 7*35 9 A® **ft3n 

iii) 



(VIII) 



cat, xx, x», x«, m , ritoip ttWB©»Wcft*-r*] T^$n 

JO (IX) 



WO 2005/007644 



181 



PCT/JP2004/009272 



(IX) 



Xi, X*, X3, mi, nMYip ttfNBCDttttferrS] 

^fc«*M*l«r*j:fclCJ:D, (i- 2 ) 



d-2) 



£/, -jftg£ (1-3) 

.XL 



^^(CHa),, 

(1-3) 

1 8. -flg^; (x) 

XT 

D*+, Xi, X2 Xttxa WntStT, NXttCH**L <fc*TU 

xi, X2 Rtxxs ©T^T^fccHtasctiiftvo , wi a, ties: 
(i i -i) 



WO 2005/007644 



182 



PCT/JP2004/009272 




(11-1) 

^ (i 1 1) 



(ddfC&^Ts mi «075M3©^^L % n 0 7bm 2 <Z>M$c£^in T 
-/3££ (X I ) 

L 2 Y 1 p (XI) 

l 2 /^its^u yip «^ (i v) 




("0 



WO 2005/007644 



183 



PCT/JP2004/009272 



(0)j- I^-Cc^M}7- Q i 

(IV) 

r 

— 

" 00 

g£^U Q i tt, tHP^i/S, teiRT;i/^;i/ag mmC7)V*)V 

R372r£9©5/*or;i/*;i^ 7x:r;i,g, 575M6 1©atD7'J-M, 
lXtt2ft5) , t7^1/SXIiii^TD7»J-;H, XttQi ©wr&g 

-1) 



WO 2005/007644 



184 



PCT/JP2004/009272 



N 



R 2 
(V-l) 



/ 
J 

\ 



I I) 



(XIII) 

CiS*, Xi, X2, X3, ml, nSl^Yip «MIB<Dlc*^-r-5] T^tl 

zfc&mtv, mmiz&v)&m&&®&-?z>z:£\z&K). -uss (1-2) 




(XII) 

Kt>, xi, xa, x», m, ri rot ip tt«nE©jfti***"r«] *wsn 

Z><k&M, WlWZs — 195$ (XI II) 





WO 2005/007644 



185 



PCT/JP2004/009272 



#J, ifcWa, — fBA (1-3) 



(1-3) 

[:£*», Xi, X2 % X3, ml, nROT^MIBOlc^&W-r^] T^Sns-fc 
1 9 . — (X I V) 



(XIV) 

[ss*, xi, x 2 xkx3 a, ^nMbTNxacH^b (fctffu 

Xi, X«RtfX> Ot^WCCHt^Sit^W , yip «, (I 
V) 



(ECfcfcVrc, j, kXttltt, ^n^nffiSLT, OXttltwU Li 14 






(IV) 




WO 2005/007644 



186 



PCT/JP2004/009272 



!**»:3 72rM8<0<v5 i oSt£ (f^fDSSi^K^ ^miS-^KttK*®^* 

-1) 

R 1 

/ 

R 2 

(V-1) 

ici7i>S6©/gMT;u^;i/^;i/;t ; E-i';i/S^^-r^\ x»r» rtjcr 2 

8 ® A ^ D ^ (^^Dms^ic aBRMm<ttnur?«i7B2«t 

-5) , 5S©AfD7'J-;HXfai^|AfD7U-JI/S^t) 

jfc-rsas^u l 2 tejMg£^-r 0 ] Tssn5ft^«t, ( X v) 

W 1 OH (XV) 

CsS*, Wi teTIBzS (I I— p) 



WO 2005/007644 



PCT/JP2004/009272 



187 




fll-p) 



SYfc^Xtt-t©iftiSJt&S-&, (XVI) 



[5£«£, Xi, X2, X3, Yip, mRtfRu fc*B&fE©jft8fc£;rr£] 

tt— JSSjS (XV I I) 
R 1 (XVII) 




Oil) 




(XVI) 




0) 



INTERNATIONAL SEARCH REPORT I Internationa] application No. 

• PCT/JP2004/009272 

A. CLASSIFICATION OF SUBJECT MATTER " ' 1 

Int. CI 7 C07D401/12, 401/14, 403/12, 405/14, 409/14, 413/14, 487/04, 

A61K31/506, 31/4545, 31/501, A61P1/16, 3/00, 3/04, 3/06, 3/10 

a -r V 0 , 0 ' 9/10 < 9 ' 12 ' «/12 f 19/06, 21/0 0 ; 25/00, 25/08, 25/16,' 

According to International Patent Classification (IPC) or to both national classification and IPC 



B. FIELDS SEARCHED 

Minimum documentation searched (classification system followed by classification symbols^ 



~ ~ *ri7 v^^wwuu a/aicm iuuuwcu oy ciassmcaiion symoois) 

Int.Cl C07D401/00-401/14, 403/00-403/14, 405/00-405/14 

A61P1/00-43/00 413/0 °- 413/14 ' 487/00-487/04, A61K31/00-31/80, 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practicable, 
CAplus(STN), REGISTRY (STN) , WPI (DIALOG) 



search terms used) 



C DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



WO 03/024929 Al (NOVO NORDISK A/S) , ■ 

27 March, 2003 (27.03.03), 

& OS 2003/0186963 Al & EP 1430027 A2 

& EP 1434765 Al & AU 2002328797 Al 

WO. 02/06223 Al (ABBOTT LABORATORIES)," 
24 January, 2002 (24.01.02), 
& JP 2004-509076 A & AD 200173384 A 

& EP 1301480 Al & BR 200108088 A 

& MX 2002012851 Al 

JP 2002-523413 A (Ortho-Mcneil Pharmaceutical 
Inc.), 

30 July, 2002 (30.07.02), 
& WO 00/10997 Al 
& EP 11079665 Al 
& US 2002/0207858 Al 



& AU 
& US 



9955747 A 
6562847 Bl 



Relevant to claim No. 



1-19 



. 1-19 



1-19 



Further documents are listed in the continuation of Box C. 
Special 



□ See patent family annex. 



•A" 



categories of cited documents: * i 

document defining the general state of the art which is not considered * 
to be of particular relevance 

earlier application or patent but published on or after the international «r 
filing date 

document which may throw doubts on priority claim(s) or which is 

cited to establish the publication date of another citation or other «v 

special reason (as specified) * 

document referring to an oral disclosure, use, exhibition or other means 
document published prior to the international filing date but later than 
the priority date claimed 



later document published after the international filing date or priority 
date and not in conflict with the application but cited to understand 
the principle or theory underlying the invention 

document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive 
step when the document is taken alone 

document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such combination 
being obvious to a person skilled in the art 

document member of the same patent family 



Date of the actual completion of the international search 
21 October, 2004 (21.10.04) 


Date of mailing of the international search report 

09 November, 2004 (09.11.04) 


Name and mailing address of the ISA/ 

Japanese Patent Office . 


Authorized officer 


Facsimile No. 


Telephone No. 


r-orm r'Ui/iSA/zio (second sheet) (January 2004) — " - 1 



INTERNATIONAL SEARCH REPORT 



International application No. 



1 | / ur^uu^ / uu^ i£ . 

I C (Continuation). DOCUMENTS CONSIDERED TO BE RELEV ANT 


Category* 
s A 


Citation of document, with indication, where appropriate, of the relevant passages 

WO 01/60806 A? /MT?rTDr>r-l?M nnnn x 


Relevant to claim No. 



23 August, 2001 (23.08.01), 



& AO 200138494 A 
& EP 1255740 A2 
& CZ 200202739 A3 
& CN 1400970 A 
& ZA 200206103 A 
& HO 200301573 A2 
& BR 20008363 A 



& NO 200203869 A 
& OS 2003/0018035 Al 
& SK 200201154 A3 
& KR 2003031886 A 
& JP 2004-500383 A 
& MX 2002007868 Al 



WO 01/77101 Al (ASTRAZENECA AB) , 
18 October, 2001 (18.10.01), 
& AU 200146997 A & 
& EP 1274701 Al & 
& BR 200109922 A & 
& KR 2003.005264 A & 
& JP 2003-530393 A & 
& OS 2004/0014783 Al & 
& ZA 200207700 A 



OS 2002/0077337 Al 
NO 200204774 A 
OS 6525070 B2 
CN 1433411 A 
OS 2004/0006080 Al 
MX 2002009885 Al 



1-19 



1-19 



INTERNATIONAL SEARCH REPORT I International application No. 

. | PCT/JP200 4/009272 

Continuation of A. CLASSIFICATION OF SUBJECT MATTER 

(International Patent Classification (IPC) ) 

Int. CI 7 25/18, 25/20, 25/22, 25/24, 25/28, 25/30, 25/32, 25/36, 43/00 

(According to International Patent Classification ( IPC) or to both national 
classification and IPC) 



Form PCT/ISA/210 (extra sheet) (January 2004) 



PCT/JP2004/P09272 



a. &w<n>mirz>ftm<D#m. (mnmrn^m ( i p o > ~ " 



«*frofcft/M8Rft (B8£#fB^ (IPC) ) 

Int cr 2S3fi^£S2S£ W5/OM05/I4 - 405/00 - 409/14 ' 4l3 ~* 



y— * 



WO 03/024929 Al (NOVO NORDISK A/S) 2003 03 27 
& US 2003/0186963 Al & EP 1430027 A2 & EP 1434765 Al 
& AU 2002328797 Al , 



WO 02/06223 Al (ABBOTT LABORATORIES) 2002 01 24 

& JP 2004-509076 A & AU 200173384 A & EP 1301480 Al 

& BR 200108088 A & MX 2002012851 Al 



1-19 



1-19 



21. 1 0. 2004 



B*H4#fttT (ISA/JP) 
100-8915 

IHTI 4#3# 



00,11.2004 



4C 



9 7 3 6 



iSPCT/ISA/2 10 (J(f2-«-s?) (2004fl|) 



«f£#^ 03-3581-110 1 " 3450 



1 ffl^til®S-§- PCT/JP2004/009 272 


c G$#) . 




3l/B:S:i8to 
#^=r y — * 






A 


JP 2002-523413 k(W^fe-k.n^*^»-fci-rv-?yy) 

2002. 07. 30, & WO 00/10997 Al & AU 9955747 A 

& EP 11079665 Al & US 6562847 Bl & US 2002/0207858 Al 


1-19 


A 


WO 01/60806 A2 (NFIIROCFN rORPORATTHKA or\m no oo 

& AU 200138494 A & NO 200203869 A & EP 1255740 A2 

& US 2003/0018035. Al & CZ 200202739 A3 & SK 200201154 A3 

& CN 1400970 A & KR 2003031886 A & ZA 200206103 A 

& JP 2004-500383 A & HU 200301573 A2 & MX 2002007868 Al ' 

& BR 20008363 A 


1 — 19 


A 


WO 01/77101 AKASTRAZENECA AB) 2001. 10. 18, 

& AU 200146997 A & US 2002/0077337 Al & EP 1274701 Al 

& NO 200204774 A & BR 200109922 A & US 6525070 B2 

& KR' 2003005264 A & CN 1433411 A & JP 2003-530393 A 

& US 2004/0006080 Al & US 2004/0014783 Al & MX 2002009885 Al 

& ZA 200207700 A 


1-19 



MPCT/I 



S A/2 10 m2s<-V(D®lZ) (2004fl^) 



